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ABSTRACT 


The Clinical Efficacy and Safety of Diflunisal 
In Short Term Treatment of Pain Following 


Oral Surgery 


The object of the study was to compare the safety and efficacy of 
two salicylate derivatives, 2', 4'-difluoro-4 hydroxy- 3 biphenylcarboxylic 
acid (diflunisal) and acetylsalicylic acid in the short term (1.5 day) 
treatment of pain following surgical removal of impacted dental 
elements. Forty-two female and eighteen male subjects ie were to 
undergo surgical removal of impacted teeth were selected to participate. 
The study was conducted single blind and the sixty patients were 
completely randomized within two treatment groups, one group 
received up to a total of 1250 mg diflunisal, the other received 
up to a total of 2500 mg acetylsalicylic acid. Administration of 
the medication was started at the onset of spontaneous pain 
following dental surgery. 

Parameters of safety and efficacy were recorded by the investigator 
24 hours following surgery and the results analyzed using the student 
"t'' test and the chi square analysis of variance. 

Diflunisal was found to be superior to acetylsalicylic acid 
in relieving pain following dental surgery. A sex difference was 
noted in that male subjects received more relief from both drugs 
than did the females, however the females received more relief from 


diflunisal than from acetylsalicylic acid. Male subjects reported no 
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such difference. 


There were six adverse reaction experiences with diflunisal 
compared with two adverse reaction experiences with acetylsalicylic 
acid but this difference was not found to be statistically significant. 


in abl cases the reactions ‘were mild anda of short duration. 
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1.0 INTRODUCTION 
els eae 

Pain is one of the most commonly experienced symptoms in den- 
tistry and, as such, is a major concern to the dentist. To describe 
pain as "inevitable" or even "normal" is an attitude that should be 
condemned. A recent editorial by Locke (1976) in the British Medical 
Journal expressed concern that post operative pain has not aroused 
sufficient interest. “It stated that "Both doctors and nurses are 
afraid of inducing addictions and, like many patients, have too com- 
placently accepted pain as an inevitable consequence of surgery". 

Post operative pain following dental procedures is an instance 
of this attitude that could also bear improvement. 

Pain following many dental procedures, especially oral surgery, 
has been a very real concern to patients. Both narcotic and non-nar- 
cotic analgesics (usually the salicylate family) have been administered 
in order to relieve post operative pain. Although the narcotics possess 
greater analgesic potency than do the salicylates, their greater toxicity 
combined with more adverse reactions limit their application on a 
routine basis in dentistry. 

t.2 The Sabicylates 

The term "salicylate" is used to describe a group of drugs which 
have in common the 2-hydroxybenzoate radical. The most important 
members in current clinical use are sodium salicylate and acetyl- 
Salicyliceacia., [nersalicylate in chier use te =acetylsaliveyiac acid, 
which is universally known as aspirin. They are drugs of great anti- 
quity and their use in preparations from the leaves, bark and fruits 


of plants containing methyl salicylate and glycosides of salicyl alcohol 
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is as old as herbal therapy. In June of 1763 a paper by the Rev. Edward 
Stone (1763) was read at the Royal Society of London describing the 
“curative properties of an extract of willow bark (salix) on agues 

and intermitting disorders". 

Despite the long history of the use of salicylates their mode 
of action has, until recently, remained virtually unexplained. Adams 
and Cobb (1958) suggested that uncoupling of oxidative phosphorylation 
could form the basis of the anti-inflammatory actions of aspirin-like 
drugs. Spector and Willoughby (1963) reported the anti-inflammatory 
properties of the salicylates were due to inhibition of the acitivity 
of the plasma kinin-forming enzymes thus preventing the release of 
bradykinin, a potent mediator of inflammation. Other possible inter- 
actions of salicylates with enzymes or chemical mediators of inflamm- 
ation have been reviewed by Smith (1966) and Collier (1969). However, 
it was only during the last decade that researchers such as Ferreira 
etsal, (1971). .Smithyand Willis (1971) andsVaner (1941) changed: theven— 
tire concept of the mode of action of the salicylates by demonstrating 
that aspirin inhibits the biosynthesis of prostaglandins, substances 
involved in producing the pain of inflammation. 
lowe Dostac landings 

Prostaglandins are a group of pharmacologically active lipids 
with vasopressor and smooth muscle stimulating activity. They were 
discovered in accessory genital glands and human semen, in independent 
studies by von Euler (1934) and Goldblatt (1933). The name, pros- 
taclandin, was.tirst .coined by .von,Buler, (1935). 

Bergstrom and Sjovall (1960) isolated two types, prostaglandin E 
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and prostaglandin Fi ,» in pure form and later Bergstrom (1963) identified 
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a large family of prostaglandins and determined their structures. 

It is now known from studies by Bergstrom, Danielson and 
Samuellson (1964) and Van Dorp et al (1964) that prostaglandins are 
metabolic products derived from polyunsaturated fatty acids such as 
arachidonic acid and are found widely distributed in mammalian tissues 
and body fluids. Nakano (1973) found that prostaglandins have a wide 
variety of effects on each of the various systems of the body. 

The importance of the presence of prostaglandins in the pro- 
duction of inflammation has been established by three broad but con- 
verging lines or research. First, Bergstrom (1959) found E type pro- 
staglandins to have potent pro-inflammatory effects. This was confirmed 
im thet£ol Lowins*yeaks*by*Kaley’ (1971) ) Collier (1972) )"Palmer’) (2973) , 
Ferreira (1974) and Vane (1976). Vane (1976) working with a substance 
known to cause contractions in the rabbit aorta suggested that this 
substance may be an unstabie cyclic peroxide intermediate in the 
biosynthesis of inflammation. Second, Willis (1969), Greaves (1971) and 
Higgs (1975) discovered that prostaglandins are released in several 
diePesréne types*of-intlammation: PTHitd$* Vane (1971) )<Smithel971) 
and Ferreira (1972) reported that the non steroid anti-inflammatory 
drugs directly inhibit the biosynthesis of prostaglandins. Vane 
(1971) proposed that inhibition of enzymes necessary for prostaglandin 
biosynthesis was the basis for the mode of action of aspirin-like drugs. 
1.4 Pain and Prostaglandins 

Although Vane (1971) found that the aspirin-like drugs reduced 
inflammation and fever by inhibiting prostaglandin biosynthesis, there 


was no evidence for a link between the peripheral analgesic action of 
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the drug and inhibition of prostaglandin synthesis. 

Several studies describing the pain producing activity of 
prostaglandins infused intravenously and injected intra-muscularly in 
man have now been reported by Collier (1972), Gillespie (1972), and 
Karim (1971). Collier and Schneider (1972) have shown that prostaglandin 
E, is the most powerful agent in producing writhing responses in mice. 

Ferreira (1972, 1973) found that prostaglandins may cause overt 
pain, depending on their concentrations. However, in concentrations 
likely to be present in inflammatory reactions, they are thought of only 
to sensitize the pain receptors to the neciceptive action of bradykinin 

The thesis has been developed by Vane (1971) Flower, Gryglewski 
Gtuaies( 19/72) eeandihfenret pawand) Vane (19/4 )ethatethesconcentrations of 
anti-inflammatory drugs in body fluids achieved after therapeutic 
dosages are adequate to inhibit prostaglandin biosynthesis. This 
has been substantiated by indirect and direct measurements in man. 

The first study by Smith and Willis (1971) demonstrated that oral 
ingestion of 600 mg aspirin or of 100 mg indomethacin by healthy 
human subjects almost completely prevented prostaglandin generation 
by platelets. Hamberg (1972) calculated daily prostaglandin turnover 
in man from the amounts of metabolites in the urine and found that 
therapeutic doses of aspirin, indomethacin or salicylate produced 

77 to 98 percent inhibition of prostaglandin synthesis. 

bag eyAdverse <i fectseofssalicylates 

Salicylate derivatives share the therapeutic actions of re- 
ducing fever, pain and inflammation but also share several side effects. 
Main (1974), McGiff (1974), O'Brien (1968), Aiken (1974) and Lewis (1973) 


have all reported on the various side effects of aspirin including 
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gastro-intestional irritation, renal toxicity, inhibition of platelet 
aggregation and delayed and prolonged parturition. 

Najjar (1977) stated that the intake of acetylsalicylic acid 
has been implicated in 15 percent of patients with massive gastric 
bleeding. Salter (1968) found that although acetylsalicylic acid 
inhibits the formation of hydrochloric acid per se, it increases the 
release of histamine, with the net result that the stimulation of 
gastric mucosa leads to the release of hydrochloric acid, thus 
increasing the potential for gastric haemmorrhage. 

Hodgkin (1967) found that alcohol is also known to cause the 
release of histamines with the result that the concurrent use of 
alcohol and aspirin may percipitate gastric bleeding. 

1.6 Statement of the Problem 

Acetylsalicylic acid, discovered by Gilm (1859) and introduced 
as a therapeutic under the name of Aspirin by Dresser (1899), has 
enjoyed great success for a long period of time. However, medical 
science has looked for a superior analgesic with better tolerance, 
higher potency and longer duration of action. 

1.7 Discovery of Diflunisal 

The synthesis and evalution of five hundred salicylates at the 
Merck Frosst Laboratories led to the identification of a potential 
drug 2' , 4'-difluoro - 4 hydroxy - 3 biphenylcarboxylic acid, hereafter 
referred to as diflunisal. 

In the first phase of the program, the acitivity-enhancing 
tendency of hydrophobic subsituents at the carbon-5 position was 
identified. The discovery of flufenisal followed in 1964. This 


compound was two to four timesmore potent than acetylsalicylic acid 
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and demonstrated a longer duration of action. Since gastro- 
intestinal tolerance was not improved, the synthetic screening effort 
was resumed and led to the selection of diflunisal in 1972 (Fig. 1). 

The attachment of a 2', 4' - difluoro-phenyl group at the car- 
bon-5 position of salicylic acid contributes much to the greater potency 
and longer duration of action by diflunisal. The ommission of the 
O-acetyl group, commonly present in aspirin and other active salicylates 
was a deliberate choice in order to avoid some of the toxic effects of 
this group, notably acetylation of proteins such as serum albumin and 
platelets. 

The ability of aspirin to acetylate serum albumin and platelet 
membranes in vitro as well as in vivo was reported by Farr (1971) and 
his asseciates Pinckard- and Hawkins (1970). The possible connection 
between this in vivo transacetylation and aspirin-induced toxicities - 
for example, asthma, anaemia, gastric haemorrhage, and platelet dys- 
function - was cautioned by Farr (1970) and Krane, (1972). De Schepper 
(1978) demonstrated that diflunisal did not significantly increase gastro- 
intestinal blood loss in male subjects whereas acetylsalicylic acid did 
He also found no important effect on fecal blood loss when ethanol was 
administered with diflunisal. A significant increase in fecal blood 
loss was observed when acetylsalicylic acid was administered with ethanol. 

Some of these potential side effects in man are not readily 
detectable in short term animal or clinical experiments, therefore 
it seemed prudent to omit the O-acetyl group from the new clinical 
candidate. 


The selection of non-acetylated diflunisal as a candidate 
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Schematic Diagram of Three 


Salicylate Derivatives 
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for clinical evaluation assumed a new meaning in the light of some 
recent biochemical experiments. Roth et al (1975) found the inhibition 
of prostaglandin biosythesis by aspirin involved an irreversible 
acetylation of the enzyme cyclo-oxygenase. Majerus and Stanford (1971), 
and Patrono (1976) found that platelet enzyme appeared to be irre- 
versibly inactivated by aspirin as was the same enzyme in sheep seminal 
vesicles and synovial tissues. In contrast, prostaglandin synthetase 
from these tissues are relatively sensitive to reversible inhibition 

by indomethacin and other arylacidic anti-inflammatory drugs. Unlike 
aspirin, diflunisal without an O-acetyl group, is incapable of ace- 
tylating cyclo-oxygenase. Majerus and Stanford (1977) found that di- 
flunisal does not co-valently modify the enzymes as does aspirin. They 
hypothesized that, since diflunisal prevented aspirin from acetylating 
cyclo oxygenase by competitive inhibition, that both drugs acted at 


similar sites in preventing the biosynthesis of prostaglandins. 
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The object of this clinical study is to compare the safety and 
efficacy of difulnisal against acetylsalicylic acid in short term 
treatment of pain following surgical removal of impacted teeth. 
The results of this study may be applicable to the management of all 
forms of dental pain whether the pain be iatrogenic, post-treatment 


Of Of MaLura ml OLlein. 


“e 


aro arode nes pea ve sea 
ee Libs Sree 44 favoust ion 


+i vane tated wis io oe on situa 


siaejar re oe Shier aa: ev tonal 
1 fee Saas? 
’ ~. 


3.0 MATERIALS AND METHODS OF INVESTIGATION 

3.1 Diflunisal: Chemical and Pharmaceutical Data 

3.1.1 Physical and chemical properties: 
Diflunisal is 2", 4' - difluoro - 4 hydroxy - 3 biphenylcarboxylic 
acta (Mol<? We2 250.2-C, ,H,O,F.,). it as.a) colourless odourless, 
erystal ine compound which melts at’212°F: “lt is*freely 
soluble in methanol and ethanol; soluble in acetone and 
ethyl acetate;-sparingly soluble in water, chloroform, and 
carbon tetrachloride; and very slightly soluble in the 
hydrocarbon solvents. 

welee “Manufacturing Process: 

Synthesis is carried out by reacting 2',4'-difluoronanaline 
with benzene to produce 2',4'-difluorobiphenyl which is then 
reacted with acetic anhydride to form 4-(2',4'-difluorophenyl) 
acetophenone. This compound is oxidized with a peracid to 
yield 4-(2',4'-difluorophenyl phenylacetate) which is then 
hydrolized to the corresponding phenol. The intermediate 
phenol is converted to diflunisal by reaction with carbon 
dioxide. The crude product thus prepared is recrystallized 
to yield the pure drug. 

3-1.3' Dispensing’ Data: 

Diflunisal is dispensed in peach coloured, film coated, 
capsule shaped tablets. In addition to diflunisal, the tablets 
contain fillers (pregelatinized starch and magnesium sterate) 
and dispersing agents (hydroxypropylcellulose and microcrystalline 
cellulose). The tablets are compressed and film coated, to 


prevent the tablet from being destroyed in the stomach. 
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The film coat contains hydroxypropyl methylcellulose, 
hydroxypropyl cellulose, tale titanium dioxide, and F.D. a Ge 
yellow #6 chromium lake. The tablets are polished with 


carnauba wax. 


3.2 METHOD OF INVESTIGATION 
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The source of patients for this study was obtained from the 


Ls 


of an Oral Surgeon in Edmonton, Alberta. A sample of 


atients, who had undergone surgical removal of impacted teeth 


were randomly selected to be included in this study. The criteria 


for admission to the study was that the patient be between the ages 


of 16 and 70 and be suffering from pain developed after surgical 


removal 
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of an impacted tooth or teeth. 

lusion criteria for the study were as follows: 

Age below 16 years or over /0 years. 

Pregnancy or a practical probability of pregnancy. 
Hypersensitivity to salicylates. 

Current treatment with systemic corticosteriods or 
anticoagulents. 

Active peptic ulcer or gastrointestinal haemorrhage. 
Significant liver of kidney disease. 


Haemopoetic disorders. 


R.E. Warren, 


1045 Professional Building, 


Edmonton, Alberta 
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In order to determine if pregnancy was possible the following 
precautions were taken. A complete medical history was taken 
by the oral surgeon prior to surgery as well as a complete 
medical history, including haemoglobin and urinalysis taken 
by the patient s general physician prior to the surgical 
appointment. 

All patients received general anaesthesia prior to undergoing 
surgery. The general procedure involved induction of anaesthesia 
by the administration of sodium pentathol, muscle relaxation 
with the aid of succinyl cholene and maintenance by the administration 
of halathane, nitrous oxide and oxygen. 

This study was conducted single blind and sixty subjects were 
completely randomized within two treatment groups to compare the safety 
and efficacy of diflunisal against acetylsalicylic acid in patients with 
bothersome pain following oral surgery. Since the effect of acetyl- 
salicylic acid is relatively short acting, different dose schedules 


had to be used for the two test agents thus making it difficult for 


the study to be double blind. The study was made as unbiased as possible 


in that the investigator recorded all parameters for safety and efficacy 
before asking the patient to report the times at which the medication 
was taken. 

The patients due to undergo surgical removal of impacted 
teeth were given Form A (Fig. 2) to determine eligibility for the 
study. If the patients met all acceptable criteria and were willing 


to participate, sequential numbers from 31 to 90, corresponding with 
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numbers on the test medication, were assigned to them. The numbers 
were randomly assigned so that 30 subjects received diflunisal and 30 
received acetylsalicylic acid. 

A nurse employed by the oral surgeon and who was not involved 
in the evaluation of the results, gave the patient a card with instructions 
for use of the medication and envelopes with the medication attached 
to it. The card bore a number which corresponded with the test number 
on the eligibility form. 

Joo eet reatment Group... (Dif tunica) 

The medication for Group I (diflunisal) consisted of two en- 
velopes containing two tablets of 250 mg diflunisal and one envelope 
containing one tablet of 250 mg diflunisal. Instructions to the patients 
were as follows: 

Take the two tablets from the first envelope if bothersome 

pain develops. 

Take the two tablets from the second envelope 6 hours later, 
if you still experience pain the next morning you may take the 
tablet from the third envelope. 

The tablets should be taken with some food or a glass of 
water or milk. 

Please do not take any other pain relieving agents between 
the surgery and the time that the tablets are used up. 

Please avoid any excessive alcohol intake. 

The use of antacids should be avoided during the time the 
tablets are taken. If one must be used then a product should 


be chosen which does not contain aluminium hydroxide. 
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In addition, the patients were asked to record the time 
(based on 0-24 hours) that the tablets in each envelope were taken. 
Also they were instructed to record the amount of pain present at 
the time of taking the first dose according to the following method 


OL Scoring. 


ee ON itetcr cccin a Klee lid cae ee wwnee tm pie fecenet seonsee No spontaneous pain. 

Oils Wiecake sg istees* sive < cake: greta terete tec... aemeee Mild pain, easily tolerated. 

Dis MODERATE Scie ssi <cere) ts ow 6 tt. ers) ene o wiser Causing discomfort but bearable. 

RMSE Eis, Grae soc is teita 6%) sun's (eo: gua a feysh ok mo otede Causing considerable discomfort, 
hard to tolerate. 

NN Palms PV HOR Peters oc. ole) scale « «) sa aces) meres Unbearable. 


peuewe ibreatment Group) [IL (Acetylsalicylic. acid) 
The medication for group II (acetylsalicylic acid) consisted 


of one envelope containing two tablets of 500 mg acetylsalicylic acid 


and three envelopes containing one tablet of 500 mg acetylsalicylic acid. 


Instructions to the patients were as follows: 

Take the two tablets from the first envelope if bothersome 
pain develops. 

Take the tablet from the second envelope 4 hours after the 
first dose of medication and the tablet from the third envelope 
againg 4 hours later, if you still experience pain the next 
morning you may take the tablet from the last envelope. 

The tablets should be taken with some food or a glass of 
water or milk. 

Please do not take any other pain relieving agents between 
the surgery and the time that the tablets are used up. 


Please avoid any excessive alcohol intake. 
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The use of antacids should be avoided during the time the 
tablets are taken. If one must be used then a product should be 
be chosen which does not contain aluminium hydroxide. 

The patients were also asked to record the time (based on 0-24 

hrs) that the tablets in each envelope were taken. In addition they 
were to record the amount of pain present at the time of taking the 


first dose according to the following method of scoring: 


RU NON Gir getel at ar ote taro) aieda: o! ok ote eh es thet er suousheh svar No spontaneous pain. 

EU oe Dh Pee eertavctes ct e4a a sie w/e 'a amie tebe ste. ater eee Mild pain, easily tolerated. 

ema CBE eeer ots sige ote ns. vo svete oo oheh ate octane Causing discomfort but bearable. 
SPREE OHV OR Fy Gated aivae oie lei¢ eo e ete. ese ra.isbe sdetete Causing considerable discomfort, 


hard te, tolerate. 
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\ ERAS POS DN DISS Dg Goins 7 pe age Sgr Unbearable. 
3.2.3 Data Recorded 

Eight patients were seen the day following their surgery. 
There was objection by the majority of the patients to present for 
examination and since there was no trend developing of detectable side 
effects, the rest of the sample was interviewed by telephone the 
day following their surgery. The data was recorded by the investi- 
gator on forms A, B, and C assigned to each patient (Fig. 2 and 3). 

The following data was recorded: 
Dose (Paine severrey 

An evaluation was made of the patients severity of spon- 
taneous pain at the time of the investigators interview, and at the 
time the first dose of test medication was taken, using the rating 


scale given to the patient with his instructions. 
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DENTAL SURGERY FORM B 


Name of investigator: 


CONTROL VISIT Evaluation on of day after surgery date: hour: 
Only to be filled in if patient took test medication. 


Start of treatment at onset of pain. 


Diflunisal versus control 


1. PATIENTS EVALUATION 


At intake of first dose At 
Parameters of test medication control visit 


Fae) ATES De 
ll. Patient's opinion Bee ces BE Oe ea Pe 


- SEES ESR Has SI Se aie eta 


Maximal Seri Drug Action taken 
intensity Cie. caniied relationship if any 


1 = mild l=not serious l=definitely noq (e.g. dose 

2 = moderate j{2=serious 2=probably not reduction or 
3 = severe 3=possibly discontinu- 
4=probably ation of 
5S=definitely test drug) 


Description of 

rating scales 

on opposite 
page. 


11. ADVERSE REACTIONS 


Adverse reaction codes: 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


ll. Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. 


Adverse reactions Efficacy —> 


Unacceptable adverse reactions 


Comments, if any: 


FIGURE NO. 3 
Form B of Data Sheet 
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3.2.32 brpucacy Evaluation 

Subsequently, the patient and the investigator each evaluated 
treatment efficacy. The investigator took into account the expected 
spontaneous course of the signs and symptoms for the individual patient. 


The patients evaluation of treatment efficacy was to be rated as follows: 


DEOL Ge WU MENON GS cos cre sale Oo ale aietera.s No good at all, ineffective drug. 
POOR. fe, oie chece ie ott ote eet erees Some effect, but unsatisfactory. 
Zo SEAL R Ws ccclelese.c ae sto aes Reasonable effect, but could be better. 
GOT he: echo eral cue ot oftlatel nike Satustactory eirect. 
Av EXCELLENT. << /ske ole aratete ecotene Ideal, best possible effect. 


The investigator's overall evaluation of treatment efficacy (taking 
into account the expected spontaneous course of symptoms for the in- 


dividual patient) was rated by the following method: 


i} 


Score? *-0 NO EFFECT 


1 = POOR EFFECT 
2 = FAIR EFFECT 
3 = GOOD EFFECT 
4 = EXCELLENT EFFECT 


S22 -Os ae Drus Acceptability 
The investigator recorded his opinion as to acceptability 
of the drug with regard to adverse reactions using one of the following 
alternatives: 
Score: O = No adverse reactions. 


if 


Acceptable adverse reactions. 


2 = Unacceptable adverse reactions. 
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Adverse reactions were reported on Form B (Fig. 3) providing data 
on duration, maximal intensity, seriousness, drug relationship, 
action taken and outcome. 

Rating scales for intensity, seriousness and drug relationship 
were as follows: 

Maximal Intensity: 1 = Mild 
2 = Moderate 
3 = Severe 
Seriousness: 1 = Not serious 
2 = Serious 

A serious reaction according to the investigator's criteria 
was defined as any possibly related adverse experience associated 
with the use of subject drug which constitutes a definite hazard to 
the well being of the patient. 

Criteria include: 
1. Permanent, or for a significant period of time, 
inability to resume ordinary life patterns. 
2. Impairment or inability to cope with future health 
problems. 
3. Decreased life expectancy. 
4. Death. 

A non-serious reaction was defined as all other reactions not 
listed above. An opinion was recorded by the investigator as to whether 
reactions (if occurring) were related to the drug. Such a reaction 
rated in the following manner: 
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3 = Possibly. 
4 = Probably. 
5 = Definitely. 


3.2.4 Statistical Analysis 
The data collected was statistically analyzed using the student 


"t'' test and the chi square analysis of variance. 


20 


ah 
ie 
1 on 


a sealife oa a ek 
ricoh, ahd! vie dev Lane ut 
n-th Yeo 


: To es 
Ae ee aah 


4.0 RESULTS AND OBSERVATIONS 

The data recorded for each patient is tabulated in the appendix 
(Figs= 5-124). Of the original sixty patients participating @n 
this study, eighteen were male and forty-two were female subjects (Fig.4). 
Six patients in Group,l (ditlunisal) and tour patients in ‘Group; Lt 
(acetylsalicylic acid) did not complete the study according to the 
PLroLocol. 

In Group I (diflunisal) the six patients were excluded from 
the efficacy evaluation for the following reasons: patients 53 and 77 
could not be contacted for the control interview; patient 47 initially 
took another analgesic; patients 33 and 60 found that the first dose 
of diflunisal did not provide significant relief of pain. These two 
patients changed to '292'* tablets; patient 60 in one half hour and 
patient 33 four hours following the first dose of diflunisal. 

Diflunisal was considered a drug failure in patient 33 but 
not in patient 60. The latter patient did not allow sufficient time 
for peak plasma levels of diflunisal to be reached (T max = 2 hours) 
before changing medication. 

Pain scores twenty four hours following surgery for these 
patients could not be used in the evaluation because of the use of 
1992" tablets during the study period. 

Patient 58 in Group I experienced slight nausea following the 
first dose of diflunisal and dropped out of the study prematurely. 

The exclusion of four patients in Group II (acetylsalicylic 
acid) from the efficacy evaluation was for the following reasons: 


A codeine based medication 


manufactured by Merck-Frosst Laboratories 


val 


‘ 

ear 

ay af vary oy ) 

} 4 ; ey ee i" 

- » iy. ae ; 

a Pea) 

si Keo age, eda nh pty . 
ne sonnei eiastaay 7 big ity WARRASE 4 
ay ; a es ek Nits 
(+. 44) a4ootdim otoun® nue oo pa at sali id y sia hi " 
hi wr " aa a aay vy ’ 


5 S gaed and aieianiatal swat aaa bu ah, 


eae ou naan 
- (hike 


vit) oO SMe asda ride pts want 


cid’ Hebot wal atew Rake bead ‘ate ‘siz ; 
°t twa 12 etaatrel tentede: guwoLtod ran 
vitetyiad Th aenteed iarvibsel Lemma wea 208 be sham som 
wag) SAaR? afo ded’ towe? Oe, ben) Ef ndaneea {oteagsans sat: 3 
wt seat uwtieg to tohiew sosoltineie Leehide 300° ‘heb. mt 

cue NOOR Bted wee of Od Snetteq Igelee “#' ges as ‘eared 

Jeakntarh le acod sek of galholig? sated ayey EC aue 
Hae LE ia dtadl 49 ovelte>s govh & bewedrenes aew fea uel», 
orks diated Wha wellle sper GES dnetang, Te9IRt ett Oe jsut ing a 7 


(artnet. 2 wee T bats? ad as Inc Wye (Sih 20 aleve, ete ae 
«OG, 3 ao Fea wibgnbila, ? 
cal? wo! ertgewe aeeat ies anusi! vend yous ented mw 
7o ony ado ty. eeesoed neki lee nt ak frown ad Yoh kas 
| Botner, uate wilt gelteaaal a 
ody gatvelio? seen, Dayle saan Javon * ok 


7 a on : : 
eee seein | 


ane 


Ay eee is Mae 


“y - 


1 ? 
i 


ea 


emia, “home oft 3a see he 


iifyetioalgsneny Ti quer? of «re 
rnaganes quilwelfo} aly ao) um 


PL 


<< 


35 
a 


78S, 


UIT 
| 


IOV 
80-S¢C Ve-\¢ 


SWUdH}ed AYIS JO UOIZNGIA\SIG XIS 
pue aby au} buljeuysnij| ydes9 seg 
bp ON JuNdls 


0¢-2| 


LY 


= 


LY 


No. of Subjects 


G¢ 


‘ ne 


a prem — am) Ga an Gr 8! Ge SONA omer tt 

° * ee eee | e— ee mae 
} > > OO @ ee & ee, B18 
f 


gy Fm nr ——> & —_— ew vee — ia SM OR |S 


te? et A AALPY ALY AO ae 
i EN hip i ES) 

~ HH] te pen eon aca elu. | | TATE PD) me eae 
¢ 

5 at al Lonel oe eS eee 


Py a eae 4 (anh yee Se meen 
ne 

d 
a — ee ore 


igyiay nay 


} 
; , 44 


patient 90 could not be contacted for the control interview; patients 
54 and 87 did not require any medication for pain; patient 78 con- 
sidered the drug ineffective and 4.5 hours following the first dose 
discontinued medication and took a "992" tablet. 

In the case of the latter patient, acetylsalicylic acid 
was considered to be a drug failure since peak plasma levels of 
salicylates are reached within 30-60 minutes following an oral dose. 


A twenty four hour post surgical pain score was not considered mean- 


ingful since the patient took a '292'* tablet during the study period. 


4.1 Efficacy Evaluation: 

Spontaneous pain scores (post surgical pain) recorded for 
individuals in Tables 1 & 2 and in Summary from (Table 3) were 69 
and 56 percent lower for Group I (diflunisal) and Group II (acetyl- 
salicylic acid) respectively, at the end of the study period than 
immediately following surgery. 

Of the patients who completed the study, patients in Group I 
(diflunisal) reported that they took an average of 2.6 doses, or a 
mean total of 1145 mg diflunisal during the study. Patients in 
Group If (acetylsalicylic acid) took an average of 3.6 doses or a 
mean total of 2290 mg acetylsalicylic acid during the study. Five 
patients in each treatment group found that post study medication 
was necessary to relieve bothersome pain and reported that they 
had used a 1292" tablet after the study medication had been consumed 


(Table 1 and 2). The evaluation of drug efficacy by patients in- 


dicates that diflunisal is more effective than acetylsalicylic acid 
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in relieving pain. Patient efficacy ratings (mean us SD) for di- 
flunisal and acetylsalicylic acid were 2.92 22 5990 Feande20 3 u 1.04 
respectively. When the student "t" test was applied these scores 
were found to be statistically different at the 5 percent level 
of confidence and mean that the patients considered that diflunisal 
relieved pain satisfactorily (good) while acetylsalicylic acid was 
considered to have been slightly better than fair (reasonable effect, 
could be better). Four patients who took diflunisal felt that the 
drug acted slowly whereas three patients who took acetylsalicylic 
acid complained of its short duration of action. 

As was the case with patient evaluation of drug efficacy 
the investigator also concludes that diflunisal is better than 
acetylsalicylic acid in relieving pain. The efficacy ratings 
(mean au SD) for diflunisal and acetylsalicylic acid were 3.08 a: P04 
Andee 222 BE 1.10 respectively. Using the student "t" test, these 
scores were found to be statistically different (P €0.01) and were 
interpreted to mean that the performance of diflunisal was satisfactory 
(good) whereas that of acetylsalicylic acid was slightly better than 
fair and not quite satisfactory. 
4.2 Adverse Experiences 

Six instances of adverse reactions were reported among the 
Group I (diflunisal) patients, while two were reported among Group II 
(acetylsalicylic acid)mpatientss® Ineach instance these "éactions were 
of mild intensity and in the investigators opinion were considered 
as acceptable adverse experiences therefore they were classified as 
“jot serrous. “(Table 4). 


After the first dose of diflunisal, patients 44, 58 and $8 
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experienced slight nausea. Patient 51 experienced nausea and drow- 
siness after the second dose. Patient 58 discontinued the drug after 
the first dose, patient 80 discontinued the drug after the second 
dose. The investigator considered four of the adverse reactions to 
be possibly related to diflunisal, two reactions were considered 
to be probably not related to the drug. 

After the first dose of acetylsalicylic acid, two patients 
(61 and 84) reported the development of a "slight headache". One 
reaction was considered to be possibly drug related, the other was 
considered to be probably not related. 

These reactions do not appear to be related to the degree 
of surgical trauma, and the symptoms reported are more consistent 


with side effects following general anaesthesia. 
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The surgical removal of impacted dental units is a suitable 
test method for evaluating the efficacy and tolerance of an analgesic. 
A sample can be selected to be reasonably homogenous as to age, type 
of surgery and amount of trauma to hard and soft tissues. The 
Statistical analysis, therefore, may discover differences in response 
of the sample that are related to the test agent. 

There are, however, individual factors which cannot be 
measured or controlled in any study of this type. These include 
variations in pain perception, pain threshold and the emotional 
status of varied environmental stress towhich the patient may be 
subjected. 

Variations such as these were noted in this study when the 
patient responses were recorded. Some of the subjects were very clear 
and co-operative in giving their responses during the interview. 
Others were less clear and unconcerned about providing accurate re- 
cordings. In these instances it was difficult for the investigator 
to be objective. 

Diflunisal is found to be more effective than acetylsalicylic 
acid in reducing pain following surgical removal of impacted teeth. 
The mean efficacy rating by the patient for Group I (diflunisal) was 
2.19 es 1.00 as compared with the rating of 2.33 Z 204" for-Group LT 
(acetylsalicylic acid)... This difference is significantvat the)5 
percent level of confidence (Table 5) as revealed by Student '"'t" test. 

The mean efficacy rating by the investigator for Group I 


+ 
(diflunisal) was 3.08 - 1.04 compared with the ratings of 2.22 a PecO 
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for Group It (acetylsalicylic acid) aeAnalysismby the use of sthe 
student "t" test shows this difference to be significant at the 
l percent level of confidence. 

The above results are in accordance with previous findings 
by Wes (1978) who compared the efficacy of diflunisal versus placebo 
and glafenine in the treatment of pain following surgical removal 
of mandibular third molars. Barrau (1978) in his study comparing 
the efficacy of diflunisal versus oxyphenbutaxone in the treatment 
of sprains of the ankle found diflunisal to be an effective analgesic 
agent. Van Winzom and Rodda (1977) compared the efficacy of diflunisal 
versus glafenine and acetylsalicylic acid in patients suffering pain 
following oral or orthopedic surgery. They found diflunisal to be 
effective in relieving post operative pain in 75-85 percent of 
patients. 

The relationship of the degree of trauma and the amount of 
initial pain following surgery (Tables 6 and 7) to drug efficacy is 
not statistically significant according to the chi’square anaiysis of 
variance (p 2 0.5). Sveen and Gilhous-Moe (1975) reported in their 
study that there was no relationship between degree of trauma and 
pain intensity. 

A sex difference in response to drug efficacy has been dis- 
covered in this study. When sex, but not drug, is correlated with the 
G@beicacy Gatine of both drugs 16 fs moted that the: malesscubyects 
achieve more relief from drug therapy than do the female subjects. 
The males reported a mean efficacy rating of 3.62 as compared to a 


rating of 2.41 for the females (Table 8). The same feature is found 
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to be present on the efficacy ratings recorded by the investigator. 
The mean efficacy rating for the males was 3.30 and for the females 
was 72.4) (rable: 9) 3 

Sex differences in response to pain have been reported in 
the literature previously by Hardy (1952), Kennard (1952) and Merskey 
and Spear (1964). Kennard was able to show that the lower pain thre- 
shold in females was not due to any significant difference in skin 
thickness. Hardy stated that pain threshold is highly correlated 
with pain reaction threshold and that both measures are lower in 
females. 

Diflunisal is not found to be more effective than acetyl- 
salicylic acid in the male subjects. Even though the males in total 
received more satisfaction from both drugs, the student "t'' test showed 
the difference between the two groups to be not significant (p> 0.8). 
The mean patient efficacy rating was 3.23 ne piletor Group: ime (dit unisal) 
and 3.20 is -4> tor wGroup: lI Cacetylsalicylic acid). The same finding 
applies to the efficacy ratings recorded by the investigator. These 
were 3.37 ei 1/4 fou Group LaCdiplounisal) tind 3.20 a [45 Ghere.Group LL 
(acetylsalicylic acid). 

Diflunisal was found to be more effective than acetylsalicylic 
acid in the female subjects. Although females experienced less relief 
overall than did the males there was a significant difference be- 
tween the efficacy ratings for Group I (diflunisal) and Group II 
(acetylsalicylic acid). The mean female patient efficacy rating was 


+ 
216 as 1.09: for°Group Ttand 2: 148- P06 for Croup Wf. PThevstudent 
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"t" test indicates a significant difference at the 7 percent level of 
confidence. The mean investigator efficacy rating was 2.94 4s DaZOP for 
Group. and: 2-00 as 1. 20"fortGroup, Pho shies ditference is significant 
at the 2 percent level of confidence. 

Although sex differences in response to pain have been docu- 
mented, the results of this study may be due in part to the small 
number of males (14) as compared to the number of females (38). 

The imbalance in numbers may have had some bearing on the results. 

Six subjects in Group I (diflunisal) experienced one or more 
adverse reactions as compared with two subjects in Group II (acetyl- 
salicylic acid). The chi square analysis of variance showed that the 
difference between the groups was not significant (p >0.1) although 
a trend was indicated (Table 10). There were nine experiences of 
nausea, vomitting and diarrhoea in Group I (diflunisal) as compared 
to only one experience of diarrhoea in Group II (acetylsalicylic acid). 
This result does not substantiate the claims of the manufacturer that 
diflunisal is more easily tolerated than acetylsalicylic acid nor 
that of Stone (1977) who found that single or subacute doses of di- 
flunisal produced less apparent irritation of the gastric mucosa than 
did similar doses of aspirin. 

Although only a trend indicates that diflunisal was less 
tolerated in this study than was acetylsalicylic acid further invest— 
igation should be undertaken. The small number of subjects in this 
study may not provide a true indication of the safety factor of 
diflunisal. A study utilizing a larger sample size may provide 


further insight into this problem. 


f ei rh Gah 
Hive ow bite ae Be 
PALS oe" ive m ane a ay 1 : 
io ay aa 7 Ki Ma i pee aie hla be cer 
Tar a ine ‘ ; 


a SN Pn iv hi Tie 
ps ince ‘oo a att a Th a ae 
a ah ie 
reat nga ot sas anu + 


Aye i? ha ‘i 
aX et 
ne 
roe id ae i 
od asad ete Steg, o2 shang. sik : i 


ae a 
i 


Sirs eh? rd “Mwe wt ecb af wees i . 
\ 
y 


Se 


nl 


, on ah : 


aw Lycee eyle oe anivrad eos bad: ood és 43 


See) nakawe® 26 ‘yada sak. or) 


ste 40a bueeerreces (1x ste) ey frre 


ance) TY ores ef # Foetus towel asker: iat be ater 
eee: - anc “a 
sit 900) Qowette sanelsey. to eleriane oye ‘ie fam” vant # 


iN : 


i 00 C Zak grep) linete Joo Bae danas ¥ ee ' 
nh ay i ; 

Sade ‘ete itie ard athe eaeeey (hyd: bine) saad ; 
jarsqwos fe Ciseturltrh: 7. qeazo me yaots ¥6eh har annieet 


bing ntiesliaaivaasty) 21 ge iv, ut Saket to van ree 


4 


) 2ktutou tues ada to 2edteds,,.e90 ts ttnevedve ory ry 
7 Ae, 


‘orbisae oi ivotteel¢gseos aed Lets aa einen win i 
¥ 


= eda 22onmndid YA otgrte a breuers tow ERTL: 4 


UE ‘Aisi ae ae 


wal sow tan dite Heb. aes as seni homes = ei 


pyat wie oes sihyobineReidge, Att ie a algo i" Lge a 


lig ee oat 7 
are an? Se 
chad wh edoehege Be aeduu Daye, v Sete: 


et ie 


aon a mi han 


1d opoed vee aa at a" nova 


ohivets ver weve vient : 


a 


‘UOTIOeOT DSTOApPe 9UO UPI oLoW podUsTAadxad sjuatied owos yx 


"ON 1E}0L 


SSOUISMOIQ 
auoepesH 
baysield 
Bul Wo/ 

easneN 
QUON 


(syualjed 12) ‘y's'y — (squaned¢z) lesluniid 


UAW ed | SUOIIILaY aS4OAPY 


Sjualjed ay} Aq 
paaualuadxy SuOd|peey SS4dAPY |P}O) 


O| ON Flavl 


» 


- j 
teu dg 5 Gale 


rc — 


saat 


ie ie a 


as: aoe Lt ; | 
ies i ne 
, ‘ “a 
‘ ui ; 


a eee er aS 


GES 
5 


| 


C 


ORI 
Hear 


t 


4) 


ve 


i a ‘ 


When the sample was grouped according to sex it was found 


that six females in Group I (diflunisal) experienced adverse reactions 


as compared with one female in Group II (acetylsalicylic acid) Table 4. 


The chi square analysis of variance showed this difference to be 
significant at the 5 percent level of confidence. There was no such 


difference recorded in the male subjects. 
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SUMMARY AND CONCLUSIONS 


A single blind and completely randomized study was undertaken 


in order to compare the efficacy and safety of diflunisal against 


acetylsalicylic acid. Sixty patients who had undergone surgical re- 


moval of impacted teeth were included in the study. 


Evaluation of efficacy and adverse reactions were recorded 


by the patient and by the investigator and the results subjected to 


anstatisticalanalysiseusing, the studente-t. stestvand stheschiesquare 
W g q 


analysis of variance. The following conclusions were drawn: 
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Diflunisal was found to be more effective than acetylsalicylic 
acid in reducing pain following surgical removal of impacted 
teeth. 

Males received greater relief from both analgesics but did 
not receive greater relief from diflunisal than from 
acetylsalicylic acid. 

Females received less relief from both analgesics than 

did males but reported diflunisal superior to acetylsalicylic 
acid. 

The age of the patient, degree of sugical trauma to hard 

and soft tissues and the amount of initial pain following 
surgery was not found to be significant in evaluating 

drug efficacy. 

No significant difference in adverse reaction experience 

was observed between diflunisal and acetysalicylic acid, 


when only drug, but not sex, was considered. 
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6.6 Diflunisal caused a significantly greater incidence of 
adverse reaction experience in the female subjects than 
did acetylsalicylic acid. 

6.7 All of the adverse reactions reported were of mild 
intensity, short duration and recorded as not serious 


by the investigator. 


The results indicating a sex difference with regard to 
efficacy and safety of the test analgesics were of particular interest. 
It is recommended that further studies be undertaken utilizing a larger 


sample size of each sex to more fully elucidate this finding. 
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Scart-of tCreatwen€ at covet of patn. DENTAL SURCERY FORM A 


Dilfunisal versus costrol 


To be completed on dsy of surgery 
Sex: bal 


Same or 4 
Initiale: Jes azet]Q9 yr. M vr] seudy or: 
Procedure: Reeoval of fepacted tooth Iarpacted element: 38, 486 
Additional surgery, if any: 18, 28. 
Dats of surgery: time Degree of trmms: wild & 
—sept Se Taeelocn aur 
y 1 7 "moderate 
ae eerrre oO 


Anestbesia given: 


Exclesiow criteria for participation in the study 

Please check all items: 
___ Age below Jegal consent or over 70 years. 
__ Confireed pregnancy or 2 practical possibilicy of pregnancy 
__ Bypersenaitivity to salicylates or to the control med{cartoag 


Correnft trestment with: systen{c corticosreroid or 


— 


anticoagulants. 
_ Active peptic olcer or g-f. herorrhage- 


_ Significant liver or kidney disease. 


__ Hemopoferic disorders. 


If powe of these conditioos applies to the parienr, he or she may ect 
the study and receilve test pedication + {nstructions for use. 


2 Wal aye OOo? 
Wi esG GO GH% 


DENTAL SURCEXKY FORM C 


Scart of treatment at onset of pain. 


Diflunisal wersus coocrol Dro MeLe McCUE 


Wee or finitialae: 


PODICATION (please record fimes in 0-26 houra) 


1800 


firsc dose was taken at bour on day of surgery 
2200 


Teast medication: 


second dose vas taken at .....hour on day of surgery ¥#}*/ day after surgery Oo 


third dose was caken at Q230 ia jary i xO 


fourth dose was raken at eccce 7 0 4 ga 


= g © g 


fifth dose was taken at SPOS 


no further medication 


Lf woe all dosas were used, give reason: 


required 


Did pacient take acy ocber snalgesic since surgery? Jo 


If yes, neme of drug: 


' Time (frat dose was taken: 
Yes If yes, specify amber of glasses: 


Did petiene take stroug alcobolic bevarsgas Ho 


Did petiene use drugs for other disesses Bo Yes If yes, epecify: 
x 


(mame + dose) 


FIGURE 5 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Name of investigator: ir. Met. McGUE 


Name or initials: LL.M Study nr: 


CONTROL VISIT Evaluation on of day after surgery date: sept. 10 hour: 1500 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 
At intake of first dose At Description of 
Parameters of test medication control visit} ratirg scales 
on opposite 
Jk FEB Kei 2) page. F 
11. Patient's opinion Bigs eC mery ae eo lesent are & 


ey =a 2 


o7 eg 


11. ADVERSE REACTIONS 


Maximal Seeioocnese Drug Action takex 
intensity relationship if any 


Adverse reaction codes: 1 = mild l=not serious I=definitely noq (e.g. dose 
2 = moderate {2=serious 2=probably not reduction or 
3 = severe 3=possibly discontinu- 
4=probably ation of 
5=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (candarory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. ‘ 


Adverse reactions Efficacy —> 


No adverse reactions U 


Acceptable adverse reactions 


Unacceptable adverse reactions 


Comments, if any: 
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Start-of treatwent at ocaet of pein. DOVWTAL SUBCERY FORM A&A 
Dilfunisal versus cootrol 
To be completed on day of surgery 
Same or Sex: Mm 
Initiale: Cows Aget if bee. Bc: vy] Scudy or: Be 


38, 48. 


Procedare: Reecval of fepacted tooth Iepected element: 
none 
Additional surgery, if any: 
Date of surgery: sept 9 times», Degree of rrama:r mild go 
moderat 
general vate 
Anesthesia given: savere gc 


Exclusiowm criterta for participation in the study 
Pleese check all items: 

__ Ase below legal consent or over J0 years. 

__._ Confirmed pregnancy or a practical possibility of pregnancy 
Bypersensitivity co salicylates or to the control med{cactfon 


Corrent treatment vith: systen{e corticosceroid or 


anticoagulants. 
___ Active peptic olcer or g.1. bemorrhage. 
_ Significance liver or kidney disease. 


__. Hemopofetie disorders. 


If nome of these conditions applies to the patient, he or she may enc 
the stody aod receive test pedication + instructions for use. 


geapicita’ toh debsa} ats 
coe oH oy 


Scart of treatment at onset of pain. 
Difluntsal versus coocrol Dr. Mili. McCUE 


DENTAL SURCEXY Form ¢C 


Investigator: 


ae 


Gow. 


Weme or ftnitials: Study or: 


POVICATION (please record cimes in 0-26 Sours) 
Test medication: 
1630 


firse dose was taken at e----hour on day of surgery 


eecosd dose wus taken at “CO Or on day of surgery []*/ day after surgerf XJ 


third dose was taken ato ener C i's = = ga 


fourth dose was taken at oosee S 0 ne o 


= g i Q 


Lifth dose was taken at «cece 


no further doses required 


If woe all doses were used, give reason: 


for pain 


Did petient take acy ocherc smnalgesic since surgery? Mo 


If yes, neee of drug: 


* Time firee doze was taken: 


Did parienc take strong alcobolic Baveresae. ye Yes If yes, specify ocmber of glasses: 
Did petienc ose drugs for other disesses x Yes If yes, specify: 


(mame * dosa) 
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DENTAL SURGERY FORM B 


Start of treatment at onset of pain. : : 
Diflunisal versus control 


Ure Mile MeCUE. 


Name of investigator: 


C.W. Be 
Name or initials: Study nr: 


CONTROL VISIT Evaluation on of day after surgery date: ite 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


At intake of first dose At Description of 
Parameters of test medication coutrol visit] rating scales 


on Opposite 


hae s hee 
on nS effi 


11. ADVERSE REACTIONS 


Action taken 
tots Peer 


Adverse reaction codes: 
moderate {2=serious |2=probably not reduction o> 


severe : 3=possibly discontinu—- 
4=probably ation of 
5=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator’s overall evaluation taking into account expected SEE CA course 
of symptoms for individual patient. 


Adverse reactions Efficacy —> Fair Good 
hea 


Unacceptable adverse reactions 


Comments, if any: 
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BSrart-of cCrestwen€ at overt of pain. DENTAL SURCERT 


Dilfuntseal versus control 


To be completed on dsy of surgery 


rset SMe aes 1D str oes 33 


Procedure: Resoval of impacted tooth Lpacted element: 18, 28, 38, 486 
none 


Additioosal surgery, if any: 


Date# of surgery: sept.9 time ow Degree of tramazt mild io! 
general moderate X[ J 


Anestbesis given: severe Oo 


Exclesioa crirerfa for participation in the study 
Ylease check all ites: 

___ Age below legal cousent or over 70 years. 

__ Confireed preguancy or a practical possibility of preguancy 
Bypersensitivity to salicylates or to the coacrol wmedicacton 


Corrent tresteent with: systeni{c corticosreroid or 
goricoagulants. 


—_ Active peptic ulcer or g.1. hemorrhage. 
__ Significant liver or kidney disease. 


__ Hemopotfertic disorders. 


If nome of these conditions applies to the patient, he or she may eat 
the study aod recelve test medication + {instructions for use. 
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Scart of treatment at onset of pain. DENTAL SURCERY FUEM C 


Diflunieal versus coorrol Bho a Vien ie McCUE 
Towestigator> 


Ware or initials: 


PODICATION (please record cimes in 0-24 hours) 


Test pedicacion: 


first dose wae trken at 16é600- ter on day of surgery 


eecond dose was taken at 9 .....hour on day of surgery ()*/ day after surgery [J 


third dose was taken at eccce = a. os O 


foarth dose was raken af AROS kee 0 ee go 
° oO - a 


i , the first wes not effective 
de sot S pattekt* dtd" no Cake any I or doses Oo 


Lifch dose was taken at wooce 


te redicat On 


Did petient take acy otber analgesic since surgery? Bo 


If yes, neme of drug: 292 Dose: us tab 
2030 hrs sept.9 


Time (irate dose was taken: 


Did patient take strong alcoholic beversgas % Yes If yes, specify amber of glasses: 


Did patient ose drugs fore other disesses Ho Yes If yes, specify: 


x 


(name + donc) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. y 


Diflunisal versus control 
Drow Mele McCUR 


Name of investigator: 


S.M. 52, 
Name or initials: Study nr: 


CONTROL VISIT Evaluation on of day after surgery date: S 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 
At intake of first dose At Description of 
Parameters of test medication control visit] rating scales 
on Opposite 
on eaten e 2 BF Re Bhd (OLS Sin UE Se OE 0 


11. ADVERSE REACTIONS 


Maximal Seer nes Drug Action taken 
Nons or specify below: intensity relationship if any 


Adverse reaction codes: l=not serious l=definitely noqy (e.g. case 
2 = moderate |2=serious 2=probably not reduction or 
3 = severe 3=possibly discontinu— 
4=probably ation of 
5=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator'’s overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. 


Adverse reactions Efficacy —> Fair cellenc 


Unacceptable adverse reactions 
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BSrart-of treatwent at coset of pain. DONTAL SURCERY TORN A 


Dilfuntseal versus cootrol 


To be completed on day of surgery 


Bame or Sex: M 

Initials: Delis Age! ae yte. “* Yj Scudy or3 

Procedure: Reecval of impacted tooth Lpacted elewent: 18, nor 38, L8-e 

none 
Additiooal sergery, if y= 
SEpto AmMe 

Date of surgery: time Degree of tramar anild ia} 

moderate 43 
e 1g: 
Anestbesia giver: & ae al saverea oO 


Exclesi{ou criteria for participation in the study 
Please check all i{teme: 
__ Age below legal consent or over 70 years. 


___ Confimeed pregnancy or a practical possibility of pregoancy 


8B By 


Bypersexsitiviry to salicylates or to the control medicacton 


Carrect treatwenet with: systenlc corticoacerold or 


anticoagulants. 
— Active peptic ulcer or g.{. besorrhage. 


— Significance liver or kidney disease. 


BO 8 


__. Hemopofetic disorders. 


If some of these conditions applies to the patient, he or she may ence 
the study acd recelve test medication + {nstructions for use. 


‘00 0 Ooos 


Scare of treacment at onset of pain. 
Diflanisal versus coocral Dr. Mets McCUE 


DENTAL SURCEXY Foss c 


Investigator: 


Waee or initials: 


PODICATIO“ (please record times in 0-24 hours) 


Eh oe) 


firer do taken aft hoa d 4 
s2 wis a 1500 ron ay o surgery 


Test medication: 


second dose vas taken at ee---bour on day of surgery y)*/ day after surgery [] 


third dose was taken at 1900 ty gI . ie a! 
pao mee erinrrare mma egye Ley = 0 er Sey 


oe Oo bond gO 


fifth dose was taken at wseals 


If woe all doses were used, give reascou: 


Did patient take acy other analgesic since surgery? flo > Yes 


If yes, nee of drug: 


’ Time firee dose was taken: 


Did paciene take strong alcobolic paeat sets Yes If yes, specify amber of glasses: 


Did pattent ose drugs for other diseases D Yes If yes, specify: 


(mame @ dose) 
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DENTAL SURCERY FORM B 


Start of treatment at onset of pain. . ' 
Diflunisal versus control 
Dr. M.Le McCUE 


Name of investigator: 
4 | 
ame. OF snl tales i.e) v8! eee Ole se ee Study nr: 3 


sept. 15 


CONTROL VISIT Evaluation on of day after surgery date: hour: 
Only to be filled in if patient took test medicatton. 


- PATIENTS EVALUATION 


Description of 

rating scales 

on opposite 
page. 


intake of first dose At 
Parameters ie test medication (ofghaiqapl Aliya 


pe eee 


- Patient's eo oe iene ee eo cie s 2 ees 


11. ADVERSE REACTIONS 


Adverse reaction codes: 


reduction or 
discontinu- 
ation of 
test drug) 


moderate {2=serious 
severe 


| 2=probably not 
3=possibly 
4=probably 
S=definitely 


If adverse reaction was still present at control visit, give outcome if know (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present 1f yes, specify: 


died 


Investigator's overall evaluation taking into account expected TO BoE course 


of symptoms for individual patient. 


Nabe 


Adverse reactions — —_ 


No adverse reactions 


Acceptable adverse reactions 


Unacceptable adverse reactions 


Comments, if any: 
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Scart-of treateent at onset of pein. DENTAL SURCERY 


Dilfuntssal versue® coctrol 


To be completed on day of surgery 


Same of Sex: bal 
Initials: SG Aget oD yre. Fr Scudy or: 
Procedurst Neecval of impacted tooth Ispacted element: eos 283 38, 48. 
aONns 
Additiooal surgery, if any: 
sept. I4 ame 
Data of surgery: time Degree of tramazr wild far 
1 wodarace {J 
genera pep aang a 


Anestbesina given: 


Exclusion criterfa for participation in the study 
Please check all itema: 

— Ase below legal consest or over J0 years. 

—_ Confirsed pregnancy or a practical possibility of preguancy 
Bypersensitivity to salicylaces or to the control medicartoa 


Correst treatment with: systes{c corricosceroid or 
gsnticoagulants. 


_ Active peptic ulcer or g.1. hemorrhage. 
__ Significant liver or kidney disease. 


__ Hewopofertc disorders. 


If wnowe of these condiftioas applies to the patient, he or she may enc 
the atody acd receive test medicacion + instructions for use. 


“OG GO cba ad 
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Scart of treatment at onset of pain. DENTAL SURCERY Fos™t C 


Diflunisal versus coccrok Drs Metis McCUE 


SAIN SELIG 
Seas Study or: oe) 


Mere or fnitifale: 


POMICATION (please recocd times in 0-24 hours) 
Test medicarton: 
firse do taken 1249 bo d ft 
e sg wis tokyo aaron day of surgery 
second dose vas takes at -----bour on day of surgery [4 */ day after surgery [J 
third dose was taken at C&15 ‘3 a & = Oo 
o O ea?” ga 
- iB} ~ gq 


fourth dose was caken at eccoce 


Pifth dose was taken at S8nKS 


If woe all doses were used, give ressco: 


Did patient take acy other snalgesic since surgeryhy3o > Yes 


If yes, newee of drug: Dosetiwe te = 


' Time (irae dose was Caken: 


Did patient take strong alcobolic beversgee fo Yes Lf yes, specify amber of glasses: 


Did peattent ose drugs for ocher disesses » Tee If yes, specify: 


(mame + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 
Dre MeLe McCUE 
Name of investigator: 


NawepOw Cielo.) at ew Vee ee ee eee es HP eS Study nts pe 39 


CONTROL VISIT Evaluation on of day after surgery date: hour: L900 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


At intake of first dose At 
Paveuetess of test medication control visit 


© Sippel 0 OE 
Patient's opinion. SEU EES: eee : ee ‘ 


oy eatm 2 acy 


Description of 

ratirg scales 

on opposite 
page. 


11. ADVERSE REACTIONS 


Maximal Seri sucnace Drug Action taken 
intensity relationship if any 


1 = mild l=not serious l=definitely noq 
2 = moderate {2=serious 2=probably not 
3 = severe 3=possibly 
4=probably 
S=definitely 


Nogeg or specify below: 


Adverse reaction codes: 


reduction o> 
discontinu-— 
ation of 
test drug) 


If adverse reaction was still present at control visit, give outcome if know (nandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


ll. Investigator’s overall evaluation taking into account expected sponesucon course 


of symptoms for individual patient. 


Adverse reactions 


Comments, if any: 


aU 
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Start-of treatsent st ooeet of patn. DENTAL SURCZEY rOorInN a 


Dilfunissl verauve cootrol 


To be completed of dsy of surgery 
Sex 


Bame or ES x 
Initials: Tie Wis Agat Pap yra. F Yj Scudy or: e 


Procedures Reecval of fmpacted tooth Ispected ele=acnt: nes oon tee 48-6 


none 


ake 
Data of surgery: time Degree of traimar mild o 


general moderate e 


Anestbesia givea: savvre 


Additiooal surgery, if Ta 
sept. 


Exclusiom criteria for participation in the study 
Please check all items: 
__ Ase below legal consent or over JO years. 
__._ Confirmed pregnancy or a practical possibf{lity of preguancy 


__ Bypersensitivity to salicylates or to the control medicaciong 


moticoagulants. 
_. Active peptic ulcer or g.f. bemorrhage. 


__. Significant liver or kidney disease. 


COS @ BxO By 


__ Hemopoferic disorders. 


If wome of these conditions applies to che patient, he or she may ent 
the study aod receive test wedicacion + {nstructions for use. 


Yes 
Ci 
Ea) 
cal 
—_ Cerrent treatwenc with: systeafe corticosteroid or oO 
Oo 
pel 
DU 
er 


Scart of treatment at onset of pain. DENTAL SURCEKY Foam Cc 


Difluatsal versus coorrol Dr. M.Le McCUE 


Investigator: 


Mare or initials: 


BODICATION (please record times in 0-26 hours) 


Test medicacton: 
1200 


firse dose was taken at 1 FA Gielen on day of surgery 


secomd dcse was taken at e----bour on day of surgery {*/ day after surgery [J] 


third dose was taken at 2100 ti KI - O 
foexrth dose was taken at 0300 a 0 tena | 


- Oo = qg 


fifth dose was caken at Aaase 


If moe all dosas were used, give reason: 


Did patient take acy ocber analgesic since surgery? Ho 7 ere after study 


If yes, news of drug: 292 Dose: l tab 
sept.e15 1400hrs 


’ Yiee ffirae dose was taken: 


Did parienc take strong alcobolic beverages X%o Yes If yes, specify ormber of glasses: 


Did petient ose druge fore ocher disesses xe Yes If yes, specify: 


(mame @ dose) 
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DENTAL SURGERY FORM B 


Diflunisal versus dae eat 


Dr. MeL. McCUE 


Name of investigator: 


Name or initials: 


CONTROL VISIT Evaluation on of day after surgery date: 


big 


Parameters 


Only to be filled in if patient took test medication. 


PATIENTS EVALUATION 


At intake of first dose At Description or 
of test medication control visit] rating scales 


on opposite 
Pain A page. 


nS 


If adverse reaction was still present at control visit, 


sak 


Patient's opinion “Aart eee Resa a aes 


on Men 


ADVERSE REACTIONS 


Maximal 


Seriousness Drug Action taken 
None@s or specify below: ee s a Pe ae faa 


mild l=not serious l=definitely noq (e.g. dose 
moderate {2=serious 2=probably not | reduction or 
3=possibly discontinu- 
4=probably ation of 
S=definitely test drug) 


Adverse reaction codes: 


severe 


give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


Investigator'’s overall evaluation taking into account expected sponceneoo= course 
of symptoms for individual patient. 


Adverse reactions 


Comments, if any: 
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Sctart-of treatment at ooeet of pain. DENTAL SURCERY 


Dilfunitssal versus control 


To be completed on day of surgery 


Kame or 


Initiele: BT “ Age! Pa yrs. M Y] Scudy or: 
Procedures Rewoval of fepacted tooth Iepacted element: ab oe 38, LS 


Additional surgery, if any: none 
epte ame 
Date of surgery: © p time Degree of traumazr mild S 
moderate x 
general severe iat 


Apestbesis given: 


Exclustoa criteria for participation in the study 

Please check all items: 
__ Aga below legal consent or over /0 years. 
—_. Confirmed pregnancy or a practical pousibiliry of preguancy 
__ Bypersensitivity to salicylates or to the control medication 


— Cerrest treatweenc vith: systen{c corticosceroid or 
gwoticoagulants. 


—__ Active peptic ulcer or g.1. beworrbaze. 


—_ Significance liver or kidney disease. 


_ Hemopofetic disorders. 


If wpome of these conditions applies to the patient, he or she may ence 
the stody aod receive cest wpedication + {instructions for use. 


Bel a Skilpens 
BO® @ OD By 


Scart of treatment at onset of pain. DENTAL SURCEXY Foem C 
Difluatsal versus coscrol 
Dr. MeL. McCUE 


Inoveastigator: 


Mame or fnitiala: 


PEDICATION (please record times in 0246 hours) 


Test eedication: 
firerc do taken 1430 hou d < 
s2 was at ron ay o eurgery 
1850 


secow! dose was taken at ...--bour on day of surgery {J */ day after surgery [J 
third dose vas taken at |= 3 1) = Sl ae Ge | 
Es oO cipal Ts 
: 's | = oO 


foexrth dose was raken at eccce 


fifth dose was taken at ooese 


did not require the final 


If woe all doses were used, give reason: 


dose 


Did patient take acy ocbec analgesic atnce surgery? fo > Yeo 


If yes, newe of drug: 


' Tine (frat dose was Cakes: 


Did patient take strong alcoholic beversges ga Yes If yes, specify omber of glasses: 


Did petiene ose drugs for other disesses x? Yee If yew, specify: 


(mame + done) 
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DENTAL SURCERY FORM B 


Start of treatment at onset of pain. : 


Diflunisal versus control 
Dre Mal eMcCUn: . 
Name of investigator: 


Name or initials: B.L. Study nr: 37 


sept okD 


CONTROL VISIT Evaluation on of day after surgery date: hour: 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


Description of 

tating scales 

on opposite 
page. 


At intake of firse dose At 
Parameters of test medication control visit 


2 a 
ll. Patient's opinion ee ees A ben i eae 3 
on eatme p O32 BI YY I Cs ee I UO Ae anes 


11. ADVERSE REACTIONS 


Maximal Seon Drug Action taker 
intensity relationship if any 


=not serious l<definitely noq (e.g. dose 
moderate {2=serious 2=probably not reduction or 
3=possibly discontinu- 
4=probably ation of 
5=definitely test drug) 


Adverse reaction codes: 


severe 


at control visit, give outcome if known (nandatory 
for serious reactions): 


If adverse reaction was still present 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present 1f yes, specify: 

died 


ll. Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. : 


Adverse reactions Efficacy —> 


No adverse reactions 


Acceptable adverse reactions 


Unacceptable adverse reactions 


Comments, if any: 
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Start-of treetwent at onset of pain. DENTAL SURCERY roORta 


Dilfuntsal versus costrol 


To be completed of dsy of surgery 


Bame or 
Inirfals: J.M. Aget aly yre. M Y} Seudy or: le 
Procedore:s Rewcval of fepacted tooth Lepected element: 18, 28, Sioy 48. 


none 
Additioosl sarzery, if any: 


Date of surgery: sept 1 l time o7 Degree of trasmat mild fal 


general poderatce (J 
Anestbesis given: severe > ai 


Exclesiow criterta for participation in the study 
Please check all items: 

__ Age below legal consent or over 70 years. 

_ Confirecd pregnancy or a practical possibtlity of preguancy 
Bypersersitivity co salicylates or to the control medicacton 


__ Correct treatoent with: systen{c corticosteroid or 
anticoagulants. 


—__ Active peptic ulcer or g.f. beworrhage. 
__ Significant liver or kidney disease. 


__ Hewopofetic disorders. 


If nome of these conditions applies to the patient, he or she may enc 
the stody aod receive test pedicatton + {instructions for use. 


Siakcya *e DOod 
AGG o Oaay, 


Scart of treatment at onset of pain. DENTAL SURCERY Fua™ Cc 


Difluoisal versus coorral Drs Melee McCUE 


Iovestigator: 


Wame or fnittiala: 


PODICATION (please record Cimes in 0-24 hours) 
Test medication: 
1230 


firse dose was taken at ooe--hour on day of surgery 


second dose was taken at 180Q... on day of surgery [X*/ day aftec surgery [J 


third dose was taken at See Ol - i a 


foerth dose was caken at ARISOO ot Oo ear go 


= a = oO 


fifth dose was taken at aseas 


no further doses required 


If woe all dosas iS used, give reascu: 
y or pain 


Did pacient take acy other analgesic since surgery? a 


If yes, nee of drug: 


’ Time (frat dose was taken: 


Did patient take stroug alcotolic beverages Jo Tes If yes, specify aodser of glasses: 
; tetracyclend 


Cap/daay 


Did petient ose drugs for other disesues Ho Yes If yea, specify: 


(name * douse) 


PIGURE <19 
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DENTAL SURGERY FORM B 


Start of treatment at onset of pain. y : 
Diflunisal versus control Deva re MCCUE 


Name of investigator: 


J.M. 
Name or initials: Study nr: 


CONTROL VISIT Evaluation on of day after surgery date: sept. VB hour: 1200 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


At intake of first dose At Description of 
Parameters of test medication control visit] rating scales 


On Opposite 


11. Patient's opinion 
on eatment ¢ ca 


11. ADVERSE REACTIONS 


Maxinal Seas ienwee Drug Action taken 
intensity relationship if any 


Adverse reaction codes: 1l=not serious I=definitely nog 
moderate {2=serious 2=probably not reduction or 
severe 3=possibly discontinu— 
4=probably ation of 
S5=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (randatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


11. Investigator's overall evaluation taking into account expected spontaneous course 


of symptoms for individual patient. 
Poor Fair Good 
eae ia 


eacistied with the 


Adverse reactions 


patient was very 
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Btart-of Creetwent at coset of pain. DOMTAL SURCERY FORM & 


Dilfunisal versus costrol 


To be completed on day of surgery 


Kame or Sex: x 
mee D.F. pene tl yoe) 939 


Pierce 


Procedures Rewowal of {impacted tooth Ispacted element: 


18 


Additional surgery, if any: 


Date of surgery: sept. LA time an Degree of tramai wild fal 


general moderate Oo 
Anezs(besia given: eavera 47 


Execles{ou criteria for participation in the study 

Plesse check all itera: 
__. Aga below legal consent or over 70 years. 
_ Confirmed pregnancy or a practical possibility of preguancy 
__. Bypersensitivity to salicylates or to the control medication 


Correct ECreatzent with: systenic corticosceroid or 
genticoargulants. 


Actiwe peptic alcer or g-{. hemorrhage. 


__ Significance liver or kidney disease. 


__ Memopotetic disorders. 


If wome of these conditions applies to che patient, he or she may enc 
the stody aod receive teat medicacion * f{nstructions for use. 


Ge GOO (assed 
GBB BBB, 


Scart of treatment at onset of pain. DENTAL SURCEXY fos C 


Diflunisal wersus coocrol Dr. Niels mccue 


Iovestizgztor: 


Mere or fritiala: 


BODICATION (please record times in 0-24 hours) 


Test pedication: 


firwe dose was taken at] 5G{jhour on day of surgery 


pecooud dose vas taken at 190 O beer on day of surgery [K*/ dsy after surzery [J 
third dose was taken at 0300 va Cl. i *0 


fourth dose was taken st 3 .--- = oO - ~ oO 


- gs - go 


Lifth dose was taken at 50008 


If woe all dosas were used, giva reascu: 


Did patient take acy ocber analgesic since surgery? fo 


If yes, neme of drog: 


' Time firac doce was taken: 


Did pariest cake strong alcobolic beverages.fo Yes If yes, specify aober of glasses: 


Did pettene use drugs for other diseases 4 Tee If yes, specify: 


(eaee + dose) 
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DENTAL SURGERY FORH B 
Start of treatment at onset of pain. 


Diflunisal versus control 
Drs Melee MeCUE 


Name of investigator: 


DF. 39 


Name or initials: Study nr: 


septe 15 


CONTROL VISIT Evaluation on of day after surgery date: 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


At intake of first dose At 
Parameters of test medication control visit 
2 epee ae ar ae 
11. Patient's opinion fey : : ; és Sees Se. ate > 


11. ADVERSE REACTIONS 
Maximal Baer ny eae Drug Action takex 
intensity relationship if any 
Adverse reaction codes: l=not serious l=definitely no4 


moderate |2=serious 2=probably not reduction or 
severe 3=possibly discoatinu- 


Description of 

rating scales 

on opposite 
page. 


4=probably ation of 
S=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator’s overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. : 


Adverse reactions Good 
fe 
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Start-of treatwent st coset of patn. DONTAL SCRCEKY TOR za 


Dilfuntsal versus costrol 


To be completed on day of surgery 


38, 48. 


Procedures Eewecval of impacted tooth Lepacted element: 


Ad4ditiooal surgery, if any: 1s 28 


Date of surgery: sept.14 time QAMs Degree of trauma: wild o 


moderate 4] 


Apestbesta given: CEenerg } severe oO 


Yxcles{om criteria for participation in the study 

Ylease check all {rems: 
— Age below legal consent or over J0 years. 
__ Confireed preguancy or a practical possibtlity of pregnancy 
__ Hypersensitivity co salicylates or to the control medicacioa 


_ Current treatment vith: systentc corticosteroid or 
anticoagulants. 


__ Active peptic ulcer or g.f. beworrhage- 
__ Significance liver or kidney disease. 


__ Hewopofetic disorders. 


If pooe of these conditions applies to the patient, he or she may ent 
the study aod recetve test wedicacion + f{nstructiocs for use. 
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Scrart of treatment at onset of pain. DENTAL SURCEXY Fom™ Cc 


Diflunisal versus concrol 


Dr. M.L. McCUE 


Investigator: 


Ware or finitiale: A D Study ar: +e 


PODICATION (please record tises in 0-24 hours) 


Test wedicacion: 


firse dose was taken at 1645 .woar on day of surgery 


secosd dose was taken af ZOL AE. on day of surgery 47 day after surgery [J 


0045 ere Se ae 


third dose was taken at eccece 


fourth dose was raken af ABSOS sf O ee go 
- ag - go 


Lifth dose was taken at scoce 


did not require final dose 


If woe all doses were used, give resson: 


. 


Did pacient take acy other analgesic since surgery? to 


If yes, nee of drug: 


' XY¥ime ffiret dose was taken: 


Did patient take strong alcobolic beverages Jo Tes I£ yes, specify amber of glasses: 


Did psttene ose drugs for other diseases flo fe a ¢ 4 yes, specify: t ap 


50 mee 


(name + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. ’ 
Diflunisal versus control 


Dr. M.L. McCUE 


Name of investigator: 


40 


Study nr: 


Dis 


Name or initials: 


sept. 


CONTROL VISIT Evaluation on of day after surgery date: 
Only to be filled in if patient took test medication. 


Ls 


PATIENTS EVALUATION 
At intake of first dose Description of 
Parameters of test medication control visit] rating scales 


At 
on Opposite 
Syeig J ge be See | 


Ser tagees Drug Action taken 
relationship if any 


1l=not serious l=definitely noy (e.g. dose 
moderate {2=serious 2=probably not reduction or 
severe 3=possibly discontinu- 
4=probably ation of 
S5=definitely test drug) 


ll. Patient's opinion 
on eatme ef fica 


11. ADVERSE REACTIONS 


Maximal 
intensity 


None. or specify below: 


Adverse reaction codes: 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


ll. Investigator'’s overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. ; 


Adverse reactions Efficacy —> 


No adverse reactions O 


Acceptable adverse reactions 


Unacceptable adverse reactions 


patient was satisified with the medication 


Comments, if any: 
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Start-of trestwent at coset of pein. DENTAL SURCERY YORM A 


Dilfunisal versuve control 


To be completed on day of surgery 


Bome or 
Initiale: 


ibid pee ray ae 
Proceduret Resowal of tmpacted tooth Lepected element: i 2 C 
Additional surgery, if any: none 


sept.lZ 


ame 
Date of surgery: tine Degree of trauma: rnild oO 
moderate (J 


Avestbesia given: general eavrre al 


Exclus{oa criteria for participation in the study 
Please check all itesa: 

__. Age below legal consent or over 70 years. 

—__. Confireed pregnancy or a practical possibility of preguancy 
Bypereenaitivity to salicylates or to the control medication 


Corrwnt treatmenc vith: systentec corticosteroid or 


ganticoagulacts. 
—_ Active peptic ulcer or g-1. beworrhage. 
__. Significance liver or kidney disease. 


__. Bemopofetic disorders. 


If wome of these conditions applies to the patient, he or she may eoc 
the study aod recelve test medication + instructions for use. 
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Scact of treatment af onset of pain. DENTAL SURCEKY Form C 


Dr. Miche. McoCPitiastsal versus coocrol 


Iovestizgator: 


Weoe or initiala: 


BODICATION (please record ciees in 0-24 houra) 


negeeie 


firet dose wis taken at ee---bour on day of surgery 


Test medication: 


second dose was taken at 2400 nce on day of sucgeryX)}*/ day after surgery [J 
third dose was taken at 0730 a CT. a >. S| 


foarth dose was raken at POS hn O oe we oO 


e go bend el 


fifth dose wae taken at woaes 


Tf woe all doses were used, give reascou: 


Did patfent take acy orher analgesic since aurgery? Ho 3 xtee 


If yes, nema of drug: 292 Dose: l ta b 


1300 sept.15 


’ Yime firat doses was taken: 


Did pactent take strong alcobolic beversgea to Yes If yes, specify umber of glasses: 


Did patience use drugs for other disesses Bp Yes If yes, specify: 


(name * dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 
Dire MesterMecun. 
Name of investigator: 


; 
Naneiorinicearcee STE y tf Ol * ws pone ee SN | Study nes At 


CONTROL VISIT Evaluation on of day after surgery date: 
Only to be filled in if patient took test medication. 


- PATIENTS EVALUATION 


At Description of 
control visit! rating scales 
On opposite 


page. 


At intake of first dose 
Parameters of test medication 


Patient's opinion 
on 


- 
ae 


Pivot pee Aye RSS OES 


SEE iu cee Drug Action taken 
a relationship if any 


Me = 


11. ADVERSE REACTIONS 


Maximal 


Nang or specify below: eae 


l= l=not serious l=definitely no¥ (e.g. cose 
2 = moderate {2=serious 2=probably not reduction or 
3 = severe 3=possibly discontinu- 


4=probably ation of 
S=definitely test drug) 


Adverse reaction codes: 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present 1f yes, specify: 


died 


ll. Investigator's overall evaluation taking into account expected spomeaucodS course 
of symptoms for individual patient. 


Adverse reactions 


FIGURE 26 


; (e 
ae re, | , ve a f 
baal hint Le ri Bind eh oy Bs ih 


| ry ime a seul ¢ conn 38 . 
aod pore valent ag EP ae ta if, ; 
: A ri 7 : {ieee , me 
Dine “ ‘idee male sil theme = as detonate laa COA Beer i me merci ny a 


A i : et ‘cl : a ie irl SrARTECant 
ase " 7 ah b 


aks Cl Wa does Vio hate perirentes: eat hy 
ae meng” 


i hh me hie Aha See 6 ye we 


OF | phy dip didnt’ & three} idigeP esi Wr Sk Wa o 
iy spat ave og 


ie | Berens sini 
i 


. 
Pee ee eS ta | PARSE eg =r mals abt noreeets Sunt meager: 


fy ls | in he J yeh 7 -- wiry 


vik ce 7 yee wh ingeil 
Rees aaeueiapdet 


Ws "pean le ibalind ir 6 4 Gahis. eee Ce ae 


abe iting PoVemie gleiveny =e 


hit towh as tlie dig o99*l Hi a ee oe cd ou ar al : men eee pas ne eni kaa 
High Hips phtrated anelinen. sel Nea Ry) Lay lain stow" 


a 0 a a ® Row Wlénse) ea | J dik oi'3setr deine 


a Peaptieh he tmcnard 
6 be okey: visatann® \. 
7 : a> a f ; 
tga Sie > (rent abe 4 ae pha area a mip apo = ws 


fas Vie vy oe ole) ee oh ety eet ee ge 


sn 7 
Apa otenmed Isiah 2 wibdoe wi WLS as gah few 3 RS ae Sil Ritu wee hahaa a 


Mn) te svalzad 743., 
Som asnaes aow Depth Savoaae 


a i) tat} aqe ss ba : a 
eylieega, eet SP Nasal aaa 


¥ 


rm pact mye oth 
Ti , . 
ait pease alee: makin pad compte as hea d Me ame oe deme pa atte de 
ReGeys Hes seyven be 220qM5 SN Fa he aS li 
3 ier ; 


. ‘ 
] ; : 
ed on ee pei eda 
Tr ae 1 
- A a 
: ‘ . 
i] 7 ii 
‘- ifs ioe 


Brart-of treatment at ovoeet of pain. DONTAL SURCERY TORM A 


Dilfuolsal versus costrol 


To be completed oo day of surgery 


Bame or Sex: bat 
Initials: JG Ager 20) yre. Fr] scudy or: ; 
Proceduret Reeoval of fmpactad tooth Lrpect ed eieersrr Os 285 38, 48. 


none 
Additional surgery, if any: 


Date of surgery: SEDt time Degrees of tramat mild 5 
= Beis Bld ———— eo 


Anestbesta given: 


Exclustoa criteria for participation in the study 
Please check all fite=a: 

—— Age below legal consent or over 70 years. 

__. Confireed pregnancy or a practical possibf{lity of preguancy 
Bypersensitivity to salicylaces or to the control medication 


Correct Efrestment with: systen({c corcticosceroid or 


gencCicoagulacts. 
_ Active peptic ulcer or g.f. bemorrbazge. 


__ Significance liver or kidney disease. 


ehicspeey tek fapte\: 
BOG AB, 


__ Kewopoleritc disorders. 


If nome of these conditions applies to the patient, he or she may enter 
the study acd recelve test medicacion + instructions for use. 


DENTAL SURCEXY FoEN Cc 


Start of treatment at onset of pain. 
Dr. M.L. McBiteateal wersus conrrol 


Ware or initials: 


MEDICATION (please record times in 0-24 hours) 


Test pedication: 


first dose was takes at O30 tone on day of surzery 


2030 


second dose vas taken at = .-2.-bour on day of surgery Ef*/ day after surgery (J 


third dose was taken at e200 at »<¢ = oO 
pL OOmamme o - on 


fourth dose was raken at ACRES 
e g bad O 


fLifrh dose was taken at pease 


If woe all dosas were used, give reason: 


Yeo 


Did patient take acy otber analgesic since sutgerytyvo 


If yes, newe of drug: 


"Time first dose was Caken: 
Yen If yea, specify moder of glasses: 


Did patient take strong alcobolic beverages Ke 


Did petient ose drugs for ocher disesses as Tes If yes, specify: 


(mame + dose) 
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DENTAL SURGERY FORM B 


Start of treatment at onset of pain. : : 
Diflunisal versus control 


Name of investigator: Dr. Mt. sMcCuUE 


Name or initials: Tee Study nr: 


CONTROL VISIT Evaluation on of day after surgery date: sept. uy, hour: 1300 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


At 
control visit 


Description of 
rating scales 
On Opposite 
page. 


At intake of first dose 
of test medication 


Parameters 


11. ADVERSE REACTIONS 


Drug Action taken 
relationship if any 


l=not serious I=definitely nog 
moderate |2=serious 2=probably not 
severe 3=possibly 
4=probably 
5=definitely 


(e.g. dose 
reduction or 
discontinu— 
ation of 
test drug) 


Adverse reaction codes: 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


ll. Investigator'’s overall evaluation taking into account expected spontaneous course 


of symptoms for individual patient. 
[one | Fair Good cellent 
bic aon [cee 


Adverse reactions 
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Start-of trestwent at coset of pein. DOEVTAL SURCERY yOrM A 


Dilfunisel vwerave coatrol 


To be completed on dsy of surgery 


Bame or 
Ialcials: eee Azer 22 yre. F Yj Scudy or: 


Impacted element: 18, 28, 38, 48. 


Procedures Reecval of fmpacted tooth 


none 
Additional surgery, a anyz 
SCDt slime Memos 
Date of surgery: time Degree of tramazr wild go 
tod 
general ry 
Anestbesia given: severe Bi 


Pxclusioa criteria for partictpation in the study 
Plesse check all items: 

__ Age below legal consent or over J0 years. 

__. Confireed pregoancy or a practical possibility of pregoancy 
Bypersensitivity co salicylates or to the cootrol medicarcioa 


_ Correct treatzent vith: systen{c corticosteroid or 
gnricoaezgulanctss. 


___ Active peptic alcer or g.{1. hemorrhage. 


__ Significant liver or kidney disease. 


__ Hemopofetic disorders. 


If nowe of these conditions applies to the patient, he or she may ent 
the stody and receive test pedication + {instructions for use. 


CONSE GEG. wiicig 
AGG BBB, 


Scart of treatment at onset of pain. DENTAL SURCEKY FOEM C 


Dirgmrlelse MOR}EB of sad versus cootrol 


Iovestigator: 


Were or finitiala: 


PODICATION (plesee record rises in 0-24 hours) 


1830 


firwse dose was taken at 2230 on day of surgery 


Test medication: 


secomd dose vas taken af 3 .....bour on day of surgery HJ] */ day after surgery oO 


third dose was taken at 0230 had - s ca 
11-30—nes O nssireny 


foarth dose waz cakes at ASSES 
= a - go 


fifth dose was taken at Saas 


If woe all dosas were used, give reascu: 


Did pecient take acy ocber analzesic since surgery? Jo > Yee 


If yes, nsee of drug: 


’ Time firse dose was taken: 
yes, specify acmber of glasses: 


Did patient take strong alcobolic beverszges By Yes If 


Did petient ose drugs for ocher disesses ap Yes If yes, specify: 


(name + done) 
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DENTAL SURGERY FORM B 


Start of treatment at onset of pain. ; : 
Diflunisal versus control 
Dre Mele McGUE 


Name of investigator: 


43 


er. 
Name or initials: Study nr: 


CONTROL VISIT Evaluation on of day after surgery date: sepi. Ss hours) 51300 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


At intake of first dose At Description of 
Parameters of test medication control visit! rating scales 


On opposite 
aL Pain “ page. 
IS ee ee ee 


11. Patient's opinion Pe ik ee 


pat CE Gomis 


on eatme e a 


11. ADVERSE REACTIONS 


Maximal See oeaee Drug Action taker 
None, or specify below: intensity relationship 1£ any 


l=not serious l=definitely noq (e.g. dose 
moderate {2=serious 2=probably not reduction or 
severe 3=possibly discontinu- 
4=probably ation of 
S=definitely test drug) 


Adverse reaction codes: 


at control visit, give outcome if know (mandatory 
for serious reactions): 

completely recovered patient receives treatment 

Tesidual effects for reaction: yes; no 

reaction still present 1f yes, specify: 

died 


If adverse reaction was still present 


ll. Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. ; 


Adverse reactions Efficacy —> Fair Good 
ee 1 | | 


Acceptable adverse reactions 


Unacceptable adverse reactions 


patient was not satisified with the medication 


Comments, if any: 
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Starct-of Crestwent at coset of pain. DONTAL SURCERY FORM & 
Dilfuntseal versus control 
To be completed on day of surgery 
Bame oc Sex: M 
Tetuistest® 2) acAwDet sutn. | > | ager 20. yee: Fi Seudy ors Jf | 
Procedures Rewsval of impacted tooth Inpected eleeent: 18, 28, 38, 48, 


Additional surgery, if any: eee 


Date of surgery: sept. | Grime am Degree of tramar mild ia} 
moderate Ff 


eavrre isi 


genera] 
Anesthesia given: 


Exclesiou criterta for partictpation in the etudy 
Plesse check all itema: 

__ Age below legal consent or over 70 years. 

___ Confireed preguancy or a practical possibility of preguancy 
Bypersensitivity to salicylates or to the control medicarton 


Corrent treatweent vith: systex{c corticosreroid or 


anticoagulants. 
—._ Active peptic ulcer or g.1. beworrhage. 


— Significance liver or kidney disease. 


__. Hewopoferic disorders. 


If mone of these conditions applies to the patienc, he or she may ext 
the stody acd recetve test medication @ instructions for use. 


OG OF od oe 
HHO 8 DAB, 


Scart of treatment at onset of pain. DENTAL SURCEXY Fus™ C 


Dr. Mate DU Atha versus coocrol 


Inuveetigaror: 


Name or fnitiala: A.B. Study nr: 


PODICATION (please record tines in 0-24 hours) 


1130 


firwe dose was taken at e<e--bour on day of surgery 


Test pedication: 


260g. 
secom dose was taken sf) .---- er on day of surgery [{*/ day after surgery [J 


third dose was taken at eocee Oo . a QO 
@ Oo at gQ 
~ a « ai . 


foexth dose wes caken ot cocce 


Lifth dose was taken at eccce 


If woe all dosas were used, give reason: no further doses required 


for pain 


Did pactent take acy orber analgesic since surgery? Bo > Yee 


Dose: 


If yes, neme of drug: 


’ Yime (iret dose was taken: 


Did paciene take strong alcobolic beverages KG Tes If yes, specify moder of glassea: 


Did patient ose drugs for ocher disesses fo Yee If yes, epecify: 


(mame + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus stent 


Dr. MeL. McCUE 


Name of investigator: 


Name or initials: A.B. Study nr: Lh 


sept. 
CONTROL VISIT Evaluation on of day after surgery date: se 1? 
Only to be filled in if patient took test medication. 


- PATIENTS EVALUATION 


At intake of first dose At 
Parameters of test medication Controlevasace 
[2 ease omelet fobew: <A RED 
- Patient's opinion ee aS ap aad 


ADVERSE REACTIONS 
Maximal Sere acenee Drug Action taken 
intensity relationship if any 


Description or 

rating scales 

on opposite 
page. 


Le 


None, or specify below: 


a little nausea 
on first dose 


Adverse reaction codes: 1s 1l=not serious l=definitely noq (e.g. dose 
2 = moderate {2=serious 2=probably not reduction or 
3 = severe 3=possibly discontinu— 
4=probably ation of 


5=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


ll. Investigator's overall evaluation taking into account expected ey ome secs course 
of symptoms for individual patient. 


Adverse reactions Efficacy —>} None Fair Good 
Wreresrereerceections lin fo eel a fe 


Acceptable adverse reactions a) 


Comments, if any: hen pa was sho lived and did Natads 


the second dose. The pain relief was rated as excellent 
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BSrert-of creetwent at ooset of pein. DENTAL SURCERY yor A 


Dilfunisal veraue control 


To be completed on day of surgery 


Same or Sex: M 
Ioirfals: A ee Aget OM yrs. F VY] Scudy or: 
Procedore: Reeoval of impacted tooth Lepected ele=ent: Laie 28, 3S. 


AéSditiooal surgery, if any: Heh os 


Dare of ea aoe Degree of trasma: aild a} 
Ss Se 
mod 
general SEE) 


Anestbesin given: eavere is 


Exclusion criteria for participation in the study 
Plesse check all items: 

—__ Age below legal consent or over 70 years. 

__ Confireed pregnancy or a practical possibility of pregnancy 
Bypersensitivity to salicylates or to the control medicacion 


Correct treatment with: systeatc corticosreroid or 
anticoagulants. 


__ Active peptic ulcer or gf. homorrhage. 


__ Significance liver or kidney disease. 


__ Hemopofecic disorders. 


If nome of these conditions applies to the patient, he or she may enc 
the study aod receive test wedication + foscructions for use. 


yaa) a) Mey tata eie 
BBG OhaBy 


Scart of treatment at onset of pain. DENTAL SURCEXY Fort C 


Drs Meus DAS pets al versus coorral 


Investigator: 


Yare or finitiala: 


POWLCATION (please record tives in 0-24 hours) 


1050 


firwe dose wae taken at ece--bour on day of surgery 


1600 


second dose vas taken at ..-.-bour on day of surgery$]*/ day after surgery {J 


third dose was cakem at 2320 a si 7 a oO 


foaxth dose was raken aft 0830 a O a a xO 
oe a = Oo 


Test wpedicacion: 


Lifch dose was taken at waces 


If moe all dosas were used, give ressou: 


Did petient take avy ocher analgesic since 


If yes, neme of drug: 


Time firet dose was taken: 


lf yes, specify aober of glasses: 


Did parient take strong alcobolic beversges Ee Yes 


Did patient ose drugs for other diseases If yes, specify: 


(pame @ dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Dr. M.L. McCuUE | 


Name of investigator: 


A.C y) 
Nane or initials: ae: Study nr: 4 


CONTROL VISIT Evaluation on of day after surgery date: sent. 17 hour: 7245 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


At Description of 
control visit] rating scales 
On Opposite 
page. 


At intake of first dose 
Parameters of test medication 


2 Q 
one aS 3 ? Fe : oe 


Maximal Seto ysneee Drug Action takex 
intensity renee relationship Teta hy: 


ll. Patient's opinion 
on eatmen 2 ic 


ADVERSE REACTIONS 


2s 


ai Nise 


l=not serious l=definitely now (e.g. dose 
moderate |2=serious 2=probably not reduction o> 
severe 3=possibly discontinu- 
4=probably ation of 
5=definitely test drug) 


Adverse reaction codes: 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


ll. Investigator'’s overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. 


Adverse reactions 
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Seart-of trestwent st coset of pain. DEVTAL SURCERY TORN A 


Dilfuntsal wersus coctrol 


To be completed on day of surgery 


Beme or Sex; M 

Initials: E.C. Azget 22 yrte. “F Yj Scudy ur: 46 

Procedors: Rewecval of fmpactad tooth Irpact ed arte 8, 38, 48. 

none 
Additiooal surgery, if any: 
Date of surgery: 4 time Degree of trama: alld og 
modera 

general ciiekeats 

Anesthesia given: severe Oo 


Exclusioe criteria for partictpstion in the study 
Please check all ite=s: 

__ Ase below legal cousest or over 70 years. 

_ Confireed pregnancy or 2 practical possibility of pregnancy 
Rypersensitivity to salicylates or to the control medicaciono 


Cerrect Eresatweent vith: systente corticosceroid or 
anticoagulants. 


—__ Active peptic olcer or g.1. hemorrhage. 


_ Signiffeanc liver or kidney disease. 


__ Hewopolatic disorders. 


If wowe of these conditions applies to the patient, he or she may ent 
the study aod receive test medication + {instructions for use. 


‘OOo o Ooo: 
AGG 8B BH By 


Start of treatment at onset of pain. 
Dive Mitigetta Oi hes coocrol 


DENTAL SURCEXY Fossa Cc 


Iovestizgator: 


Bare or initials: 


PODICATION (please record cimes in 0-24 hours) 
Test wedicacion: 
1400 


firect dose was taken at e----hour on day of surgery 


second dose was taken 32000 on day of surgery {9 */ day after surgery [J 


chird dose was cake ac wocce ba C1. = Oo 
s oO 2 y ea) 
oS go - O 


fourth dose was taken at eccce 


fifth dose was taken aC BORA 


If woe all dosas were used, give resscc: Be further doses required 
pain was tolerable and had nausea with previous 


dose 


Did patient take acy ocbec analgesic aince surgery? fo 


If yes, nem of drug: 


' Yime f(irat dose was taken: 


Did patient take strong alcobolic beverages Ms Tes If yes, specify moder of glasses: 


Did pstient ose drugs for ocher diseases Bo Tes If yes, specify: 


(name + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Name of investigator: Dr. M.I McCUE 


Name or LOUCd alscah eotwery! OS Wye op Ce Study nr: & 


CONTROL VISIT Evaluation on of day after surgery date: sept. 17 hour: 1200 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 
At intake of first dose Description of 
Parameters of test medication Beane visit] rating scales 
on opposite 


eeevatventis opinion 


11. ADVERSE REACTIONS 


Maximal Serio ys Drug Action taken 
None, or specify below: — ak — TE any 


Adverse reaction codes: 
moderate |{2=serious |2=probably not reduction or 
severe 3=possibly discontinu- 
4=probably ation of 
S=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 
completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 
died 


ll. Investigator’s overall evaluation taking into account expected SERIE CGS course 
of symptoms for individual patient. 


Adverse reactions ia 
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Start-of treatment af Oneet of patn. DONTAL SURCERY ORM z& 


Dilfuntsal verauws cocotrol 


To be completed on day of surgery 


cee eam TT ae sty wT 


Lote woo Seana 


Procedure: Re=cval of tapacced Sook Lepacted element: 

Additionsal surgery, if any: 

Dare of surgery: sept. 16 time AMe Degree of trmazr mild Bi 
Boderate > a} 


Anesthesia given: genera] eacvura oO 


Exclasiom critecia for participation in the study 
Yleese check all items: 

—__ Age below legal consent or over 70 years. 

—. Confireed preguancy or a practical possibility of pregoancy 
Bypersersitivity to salicylates or to the control medication 


Correct freatment with: systenfe corticosceroid or 
anticoergulancts. 


— 


_ Active peptic ulcer or g-f. hemorrhage. 


—_ Significant liver or kidney disease. 


__. Hemopofetic disorders. 


If wome of these conditioas applies to the patient, he or she may ent 
fhe stody acd receive teat medication + instruccions for use. 
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Scart of treaczent at oneec of patn, OPNTAL SURCEXY Fou C 


Diflcntsal wersus coocrol 


Iovestigator: Dir. M.L. MCCUE 


Ware or init{fala: KO Z Study nr: Lo 


POUDICATION (please record times in 0-24 hours) 
Teast medication: 


first dose was taken at C300. nour on day of surgery 

second dose vas taken pO SOOE wae en day of surgery []*/ day after surgery{] 
third dose was taken at geet Fe {T . re O 

- oO me. | 

= Oo = oO 


fourth dose was caken af ccose 


fifth dosa was taken at SEOOS 


If woe all dowas were used, give reason: 


; 7%. 


Did patient take acy ethar analgesic since surgery? Ho 
222 etabds 
Dose: 


If yes, nome of drug: 


’ Time firet dose was taken: 


Did pactienc take strong alcobolic bevaragesxtca Yes If yes, specify orcmber of glassea- 


Did petiene ose drugs for ocher diseases Xo Yes If yes, specify: 


(mame + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. . ; 
Diflunisal versus control 


Dr. M.L. MCCUE. 


Name of investigator: 


47 


Study nr: 


K.0. 


Name or initials: 


CONTROL VISIT Evaluation on of day after surgery date: sept. 17 hour: 7200 


Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


Description or 
rating scales 
On opposite 


At intake of first dose At 
Parameters of test medication control visit 


11. Patient's opinion 
° CALLUle e é 


ADVERSE REACTIONS 


a Ws 


Maximal Ruri ts Drug Action taker 
intensity ¥ eth relationship if any 


cba 
ay eer 
omens eee Se ee: 


l=not serious I=definitely not (e.g. cose 
moderate {2=serious 2=probably not } reduction or 
severe 3=possibly discontinu- 


4=probably ation of 
S5=definitely test drug) 


Adverse reaction codes: 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator'’s overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. ‘ 


Adverse reactions Efficacy —> 


No adverse reactions 


Acceptable adverse reactions 


Unacceptable adverse reactions 
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pO ee patien s given another drug in error: for the 


first dose. Two test medicati i 
and the results were good 
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Start-of treatment at ovset of pain. DENTAL SURCERY TORN za 


Dilfuntsal versus control 


To be completed on day of surgery 


Bama oF Sex: mM 
Initials: Jietts dzget 2) yee. F rv] seudy or: 2 
Procedure: Reeoval of fepacted tooth Ipacted element: a Roe sare 48. 
one 
A4ditiooal surgery, if any: Loe 
e 
Date of surgery: sept.16 time am Degree of traimatr mild Oo 
poderace f J 
general 
Anestbesia given: Baevere [al 
Excleus{oa cricerta for participation in the study 
Please check all items: 
YEs pe} 
__ Age below legal consent or over J0 years. Oo 9 
__ Confireed pregnancy or a practical possihtlity of pregaancy fey) (a 
__ Bypersezaitivity to salicylates or to the control medication im) ra) 
— Correst treatrent vith: systeafc corticosteroid or a) 
anticoagulants. C3 
__ Active pepeic ulcer or g.f1. hemorrhage. EY 2) 
__ Signiffeant liver or kidney disease. L3 La 
___ Remopoiectc disorders. D “0 
er 


If nome of these conditions applies to the patient, he or she may ent 
the stody acd receive test wedication + {nstructtons for use. 


Scarce of treatment at onset of pain. DENTAL SURCERY Fom™ Cc 


Difluntsad versus coacrol 


~ 


Investigator: Dp f Meacin 


welled ss Study or: 8 


Were or firnitiala: 


YOUOICATION (please record times in 0-246 notes) 
Test medication: 
1415 


firse dose was taken at --hour on day of surgery 
iReial) 


secoud dese was taken st -----bour on day of surgery ¥] */ day after surgery [J] 


third dose was taken at O21 50 hg : CT - e7 fa 
fourth dose was caken at 1.030 a O oie & 


Lifth dose was taken at aes 


If woe all dosas were used, give reescou: 


Did patient take acy oehec analgesic since surgery? % 3: Yes 
Bose: 


If yes, neme of drug: 


’ Yieme (frac dose was taken: 


Did partent take strong alcoholic beverages FO Tes If yes, specify aober of glassea: 


Did pettent ose drugs for other diseases kK Yes If yes, specifyr 


(mame + done) 
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DENTAL SURGERY FORM B 


Start of treatment at onset of pain. | . 
Diflunisal versus control 


Dre MoGe MCCUE: 


Name of investigator: 


J.H. 
Name or initials: 
CONTROL VISIT Evaluation on of day after surgery date: sent wis hour: 1230 
Only to be filled in if patient took test medication. 


PATIENTS EVALUATION 


48 


Study nr: 


Bis 


At 
control visit 


Description of 
ratirg scales 
On Opposite 

page. 


At intake of first dose 
Parameters of test medication 


ite Battenc"saopinion = Pe ee 
fe) eatme = : 


11. ADVERSE REACTIONS 


(e.g. dose 
reduction or 
discontinu—- 
ation of 
test drug) 


1l=not serious l=definitely noq 
2=serious 2=probably not 
3=possibly 
4=probably 
S5=definitely 


Adverse reaction codes: 


2 = moderate 
3 = severe 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


3B be Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. : 


Adverse reactions 


Acceptable adverse reactions 


Unacceptable adverse reactions 


patient was happy with the medication 


Comments, if any: 
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Start-of Creatwent at coset of petn. DEOXTAL SURCELY FORM A 
Dilfunisal verses cootrol 
To be completed on dry of surgery 
Eame or Sex: | 
Initiale: vate Azer 19 __yre. XY] Seudy ar: L.9 
Procedoreat Rerecval of fmpacted tooth Lerpacted element: Rey no: ise 48. 
Additional surgery, if vs ed 
sept. ame 
Date of surgery: time Degree of trasmazr wild Oo 
poderace {J 
general 
eaverea iwi 


Anestbesia given: 


Exclusiom criteria for participation in the study 
Yleease check all ite=s: 

__ Age below legal consent or over J0 years. 

__. Confireed pregnancy or a practical poesibility of preguancy 
Bypersensitivity co salicylates or to the control medicacton 


Corrent treatzeenc with: systemic corticosceroid or 
goticoagulants. 


—___ Actiwe peptic ulcer or g-1. hemorrhage. 


___ Significance liver or kidney disease. 


__ Hewmopotecic disorders. 


If wome of these conditions applies to the pacienc, he or she may ent 
the stody and receive test pedicactton + inscructione for use. 


j 35/6) (ae ema chor 
HBB O B® By 


Scact of treatment at onset of pain. DENTAL SURCEXY Fo=m C 


Dr Mol flsatyel OMiys coorrol 


Investigator: 


Were or fnitiala: 


PODICATION (plexse record times in 0-24 hours) 


ile aes) 


first dose was taken at Pa LO\d ae on day of surgery 


Test wedicatton: 


eetriideta wee estes ce oe | keae oaidsy icf euryers [1 <fiday altecterrery (1 
third dose was taken at 1015 ‘i C1 - eS D; | 
= ga = - ia 
- | - al 


foexrth dose was raken at weeee 


Lifth dose was taken at B6e58 


If woe all doses were used, give resscu: 


Did patient take acy other mnalgesic since surgery? So 


If yes, newe of drug: 


Time {iret dose was taken: 


Did patient take strong alcobolic beversges x& Yes If yes, specify moder of glassmsa: 


Did patience ose drugs for other disesses 4 Yes If yes, specify: 


(mame + dose) 


FIGURE 41 
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DENTAL SURGERY FORM B 


Start of treatment at onset of pain. 
Diflunisal versus A EEE 
Dre MeL. McCUE 


Name of investigator: 


ReeGs 49 


Name or initials: Study nr: 


CONTROL VISIT Evaluation on of day after surgery date: septe L7 hour: 12950 


Only to be filled in if patient took test medication. 


- PATIENTS EVALUATION 
At intake of first dose 

Parameters of test medication 
Ea aaa eral 
MEbaActentes opinion Ai Pee OO AA AO 83 she selsi 


11. ADVERSE REACTIONS 
Maximal Ata sf Drug Action taken 
intensity a Spee relationship if any 


At 
control visit 


Description orf 

ratirg scales 

On Opposite 
page. 


(e.g. dose 
reduction or 
discontinu- 
ation of 
test drug) 


1l=not serious l=definitely nog 
2=probably not 
3=possibly 
4=probably 
S=definitely 


mild 
moderate {2=serious 
severe 


Adverse reaction codes: 


Whore 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


ll. Investigator's overall evaluation taking into account expected paamespeous course 
of symptoms for individual patient. 


Adverse reactions Efficacy —> 


Unacceptable adverse reactions 


patient was very happy with the medication 


Comments, if any: 
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Start-of tresteent at ooset of pain. DENTAL SURCERY yoRM A 


Dilfunisal versus control 


To be completed on day of surgery 


Bame or B A lo we 
Initials: Jets Ager 825 yts- uw] Seudy ar: 5O 


Procedure: Reecval of f{mpactead tooth Lwpaected element: - 
none 
Additional surgery, if any: 
Dare of surgery: septo 16 time ame Degree of tramazr rild fa 
moderate {ft 
general] : 
eavere oO 


Anesthesia given: 


Exclusion criteria for participation in the study 
Plesse check all fitems: 

__ Age below legal consent or over 70 years. 

__ Confirmed pregnuancy or a practical possibility of preguancy 
Bypersensitivity to salicylates or to the control medication 


— Carrent treatment with: systeafc corticosteroid or 
anticoagulants. 


__ Active peptic ulcer or g-{1. hemorrhage. 


—_ Significanc liver or kidney disease. 


_._ Hemopoietic disorders. 


If nome of these conditions applies to the pacient, he or she say ener 
the study aod receive test wpedicacion + {nstructions for use. 


‘(el ic je} ch a) ta (ene 
OHO 8 GAB, 


Scart of treatment at onset of pain. DENTAL SURCERY Fos™ C 


ye tflanisal wersus coorrol 
Dire bine SO sa SOc 


Investigator: 


Weme or initials: 


PODICATION (please record Cimes in 0-24 hours) 


Test wpedicarcion: 


30 
first doce was taken at ~~ 7.2..hour on day of surgery 


MES Bie 


second dose was taken at -----bour on day of surgery K)*/ day after surgery [J 
third dose was taken at 2330 ia tI ; cs Oo 
oO 
“ QO - g 


fomrth dose was taken at 


fifth dose waz taken at waters 


If moc all doses were used, give reascou: 


not required 


Did patient take acy other snalgesic since surgery? So 


If yes, newme of drug: 


Time fireat dose vas taken: 


Did patient take strong alcobolic beverages Ho Yes If yes, specify ormber of glasses: 


Mio Yes If yes, specify: 


Did petienc ose drugs for other diseases 


(mame + dose) 
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DENTAL SURGERY FORM B 


Start of treatment at onset of pain. : : 
Diflunisal versus control 


Dr.4.L. McCUE 


Name of investigator: 


B.A. 50 


Name or initials: Study nr: 


CONTROL VISIT Evaluation on of day after surgery date: S hour: re 5 
Only to be filled in if patient took test medication. 


PATIENTS EVALUATION 


At intake of first dose 
Parameters of test medication control visit 


At 
: 
1S Patients opinion Sit Sie pe Red icaaat aera: ‘. “3 


on e men ef fica 


Maximal gecintenede Drug Action taken 
intensity relationship if any 


mild 1l=not serious l=definitely noqy (e.g. dose 
moderate {2=serious 2=probably not reduction ofr 
severe 3=possibly discontinu- 


4=probably ation of 
S5=definitely test drug) 


ie 


Description of 

rating scales 

on Opposite 
page. 


11. ADVERSE REACTIONS 


Nogg, or specify below: 


Adverse reaction codes: 


fn ow 


Wh Fe 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


ll. Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. : 


Adverse reactions Efficacy —> 


No adverse reactions O 


Acceptable adverse reactions 


Unacceptable adverse reactions 


patient wes happy with the medication 


Comments, if any: 
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Start-of Creatwent at ooset of pain. DONTAL SURCEEY ron 2 


Dilfunisal versus constrol 


To be completed on dsy of surgery 


Bame or Sites ° BU Sex* M 
Initials: Age: yrs. Y{ Scudy or: 


Procedore:r Removal of impacted tooth Lapact ed elenent} § , 255 38, L g 


Additional eargery, if any: NONE and supernurmery 


exsept.16 time ame Degree of trasma: mild oa 
moderate (J 


Anesthesia given: general severe 45 


Data of surg 


Exrclesion criteria for participation in the study 

Please check all itema: 
_ Age below legal consent or over 70 years. 
__ Confirmed pregnancy or a practical possibility of pregnancy 
__ Bypersensitivity to salicylates or to the control medication 


Current treatmene with: systen{c corticosceroid or 
anticoagulants. 


__ Active peptic ulcer or g-i. hemorrhage. 
__ Significance liver or kidney disease. 


_. Hemopotetic disorders. 


4a} feaah sob fab a}ja}< 
BHGOABBAAR, 


If some of these conditions applies to the patient, he or she may ent 
the study and receive test pedicacion + instructions for use. 


Scart of treatment at onset of pain. OENTAL SURCERY FORM C 


Diflunisal wersus coocrol 


Dremiebe coun 


Yewestigator: 


Ware or initials: ‘ Study or: = 


MEDICATION (please record times in 0-24 hours) 
Test medication: 
firse dose was taken at V7.3 Qoar on day of surgery 
2400 5 
second dose vas taken at “4Y\bour on day of surgery []*/ day after surgery [J 


0930 aie. “evel is 


third dose was taken at escce 
es Oo = = go 


. | - g 


fowexth dose was taken at ceive 


fifth dose was taken aC BEGOC 


If woe all doses were used, give reasou: 


Did pacient take acy other analgesic since surgery? iS 3 Yes 


If yes, nome of drug: Dose: 


Time firec dose was taken: 


Did parienc take strong alcoholic beverages PS Tes If yes, specify oxcmber of glasses: 


Did petient ose drugs for ocher disesses Ss Yes If yes, specify: 


(mame + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Name of investigator: DR. M.L. MCCUE 
51 


Ss 


Name or initials: Cieaks Study nr: > 


5 
CONTROL VISIT Evaluation on of day after surgery date: sept Ly hour: 


Only to be filled in if patient took test medication. 


Description of 

tating scales 

On opposite 
page. 


1. PATIENTS EVALUATION 
At intake of first dose At 
of test medication control visit 


Jig Patient's opinion 


ADVERSE REACTIONS 


Ids 


Maximal (ape peat Drug Action taken 
intensity 5 ciate relationship uGerany 
af} fe 


l=not serious l=definitely nog 


(e.g. dose 
= moderate {2=serious 2=probably not reduction or 
severe 3=possibly discontinu— 
4=probably 


ation of 
5=definitely 


None, or specify below; 
nausea al 


Adverse reaction codes: 


test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


ll. Investigator'’s overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. 


Adverse reactions Efficacy —> Fair Good 


Acceptable adverse reactions ai sermons | peti et 


Unacceptable adverse reactions 


Comments, if any: pareubiay=*. qd drowsi al S h S ond dose 
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Stsrt-of treastwent at onset of pain. DENTAL SURCZEY TORM A 


Dilfuntsel versue cootrol 


To be completed on day of surgery 


Bome or ies Sex M 
Initials: ve - Age: 30 yrs. Scudy ar: D2 


48 


Procedurer Rescval of impacted tooch Iwpected elewent: 


none 
Additional surgery, if any: 


Date of surgery: sept Qi time qm Degree of traumas wild oO 
moderace{4 


local anaesth. and 
Anestbesia given: severe isi 


ye 
ada OD 


Exclasioa criteria for participation in the study 
Please check all items: 
__ Age below legal consent or over 70 years. 
__ Confirmed pregnancy or a practical possibility of pregnancy 
pepe atesteivins to salicylates or to the control medication 


Carrent treatmenc with: systenle corticosreroid or 


— 


snticoagulants. 
_. Active pepcic olcer or g.i1. hemorrhage. 


__ Significanc liver or kidney disease. 


__. Hemopotetic disorders. 


If some of these conditions applies to the patient, he or she may ent 
the study and receive Cesc medication + f{nscructions for use. 


epaMa) 405 Ta) 10) lah: 
GHB O Bt, 


Start of treacment at onset of patn. CENTAL SURCEXY FORM C 


Difiuodsal per sun cogtRe! 


Investigator: 


Were or initiala: 


PODICATIOM (please record fimes in 0-24 hours) 


Teat wedicacion: 


1100 


first dose was taken at ---hour on day of surgery 
1430 


second dose was taken at -----bour on day of surgerysf{]*/ day after surgery [J 


1830 " og . fe 


third dose was taken at eocce 


fouxth dose was raken at Q730 


fifth dose was taken at 


If moe all dosas were used, give reason: 


Did pacienct take acy ocher analgesic since surgery? Hp 


If yes, name of drog: 


Time firsc dose was taken: 


Did patient take strong alcoholic beveragesyto Yes If yes, specify omber of glauses: 


Did patient ase drugs for other diseases Ke Yes If yes, specify: 


(nama + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. : 
Diflunisal versus control 


Dr. M.L. McCUE 


Name of investigator: 


Name or initials: Dieses 


sept. 23 1400 


hour: 


Study nr:< 


CONTROL VISIT Evaluation on of day after surgery date: 
Only to be filled in if patient took test medication. 


PATIENTS EVALUATION 


At intake of first dose At 
Parameters of test medication control visit 
Ce ae ieee | ee 
1 Sh ees a ete en ce, A 


Drug 
relationship 


ie 


Description of 

rating scales 

on opposite 
page. 


11. ADVERSE REACTIONS 


(e.g. dose 
reduction or 
discontinu— 
ation of 
test drug) 


lenot serious I=definitely nog 
moderate {2=serious 2=probably not 
severe 3=possibly 
4=probably 
5=definitely 


Adverse reaction codes: 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. 


itis 


Adverse reactions Efficacy —> 


No adverse reactions ® 


Acceptable adverse reactions 


Unacceptable adverse reactions 


Conments, if any: 
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Sesrt-of trestwent at onset of pain. DENTAL SURCEXY 


Dilfunitsel versus cootrol 


To be completed on dsy of surgery 


Procedure: Resoval of impacted tooth 


Additional surgery, if any: nee 


Septs cl 


c.Me 
Dare of surgery: time Degree of traimar nild 


moderate 


Anesthesia given: 5 oca] anzesth. end savere 


Exclus{ou criteria for participation in the study 
Please check all items: 

__ Age below legal consent or over 70 years. 

__ Confireed pregnancy or a practical possibility of pregnancy 
Bypersensitivity to salicylates or to the control medication 


Correct treatmenc with: systenfe corticosreroid or 


I 


anticoagulants. 
_. Active peptic ulcer or g.{. hemorrhage. 


_ Significance liver or kidney disease. 


so 
GJ 
co 
ca) 
is) 
Oo 
Cy 


__ Hemopofetic disorders. 


If mowe of these conditions applies to the patient, he or she may ence 
the study aod recetve test medicacion + {nstructions for use. 
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Beart of treaczent at onset of pain. CENTAL SURCEXY Form C 


iflugs veraus conrrol 
“CCUd 


Mle .-elie i 


Investigator: 


Mame or initials: 


MEDICATION (please record times in 0-24 hours) 


Test weedicacion: 


first dose vas taken at eeee-bour on day of surgery 


taken 2G §ss00- 


second dose was 


ebird dose was taken at eccce 2 fat 


fourth dose was taken at eee be O abe gq 


= Oo a gO 


fifth dose was taken at oseee 


If woe all dosas were used, give ressou: 


Did patient take acy other analgesic since surgery? Ho 


If yes, neme of drug: 


’ Time firac dose was taken: 


yes, specify omber of glatses: 


Did pacient take stroug alcobolic beverages Ho 


Did patience ose drugs for ocher disesses Ho Yes If yes, specify: 


(peme + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Name of investigator: Dre MeL. MctUz 


Name or Spitialses oe ey OOP ok icckembanmn Dot Study nr: 50 


CONTROL VISIT Evaluation on of day after surgery date: 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 
At intake of first dose 
Parameters of test medication 
11 


Patient's opinion 


Description of 
rating scales 
On opposite 
page. 


At 
control visit 


SW s) lotta cS eo eso baie een el elise maces tasmicime Ns 
ORCS OORT Ee HO SO LON Gena Rae 
Viet t pte ao lok cece gees Se 
aly hacia se eal fa Fe es SS ete 


Picea peas Ve te yt ae Sea ee 


° 


11. ADVERSE REACTIONS 


Drug Action taken 
relationship if any 


l=not serious l=definitely noqy (e.g. dose 
moderate {2=serious |2=probably not reduction or 
severe 3=possibly discontinu— 
4=probably ation of 
5=definitely test drug) 


Adverse reaction codes: 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered ; patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


ll. Investigator’s overall evaluation taking into account expected spontaneous course 


of symptoms for individual patient. 


Adverse reactions Efficacy —> 


No adverse reactions 
Acceptable adverse reactions 


Unacceptable adverse reactions 


Comments, if any: patient could not. 52 contacted 
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Sctart-of tresteent st onset of petn. DENTAL SUBCEKY FORM a 


Dilfuntsal versus cootrol 


Te be complered on day of surgery 


Beme or , Sex: bat ee 
Initials: JM. Ages Ogre. Study or: 


Proceduret Reeoval of impacted tooth Iapect ed Sree 
none 
Additional surgery, if any: 
Data of surgery: sept.24 time ame Degree of trauma: aild fe} 
mod t 
Jocal anaesth. grace 
Anesthesia given: severe gC 


and 1.Vie scaavion 


Exclasion criteria for participation in the study 

Plesse check all items: 
__ Age below legal consent or over 70 years. 
___ Confirmed pregnancy or a practical possibility of preguancy 
__ Hypersensitivity to salicylates or to the control medication 


Corrent treatrenc with: systemic corticosteroid or 


anticoagulants. 
___ Active pepcic ulcer or g.f. hemorrhage. 


_ Significance liver or kidney disease. 


__ Hemopofetic disorders. 


If none of these conditions applies to the patient, he or she may ent 
the study and receive Cesc medication * inscructions for use. 
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Scart of treatment at onset of pain. DENTAL SURCEXY FoR C 


ft af crol 
Uy couue Eee 
Wame or {nitials: AU Study or: 


PODICATION (please record tines in 0-24 hours) 


Investigator: 


Test medication: 


firse dose was taken at eoee-bour on day of surgery 


second dose was taken aC eee--bour on day of surgery []*/ day after surgery [J 


third dose was taken at ooece ag 


fourth dose was raken at 


fifth dose was taken at 


If woe all doses wera used, give reason: no me One Warsmar e fon 


pain 


Did pacti{ent take acy other analgesic since surgery? a5 


Lf yes, neee of drog: 


- Time firac dose was taken: 


Did patient take strong alcobolic bevereges So Tes If yes, specify ocber of glasses: 


Bid petient use drugs for other diseases Mo Yes If yes, specify: 


(name + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Name of investigator: Dr. MeL. McCUE 


Name or initials: ae Study nr: D4 


CONTROL VISIT Evaluation on of day after surgery date: sept. RA 
Only to be filled in if patient took test medicatton. 


1. PATIENTS EVALUATION 
At intake of first dose At Description of 
Parameters of test medication control visit] rating scales 
on opposite 


ll. Patient's opinion if Pee Tages coca he so web se te ame 


o mC S oihe 3 
aie pe SEO Airs ee Soi 


Maximal] rede il Bee Drug Action taken 
intensity relationship if any 


11. ADVERSE REACTIONS 


Adverse reaction codes: mild l=not serious l=definitely noy 
moderate {2=serious | 2=probably not reduction or 
severe 3=possibly discontinu— 
4=probably ation of 


S5=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. 


Adverse reactions Efficacy—>|wone —_| Poor Fair Good 


Acceptable adverse reactions 


Unacceptable adverse reactions 


Comments, if any: 
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Scesart-of treetwent sf onset of pain. DENTAL SURCEKY FORM & 


Dilfunisal versaue control 


To be completed on day of surzery 


lprecetute: Resoval of impacted tooth Iepact ed ever ec, 28, 38, 48-6 


none 


Additiooal surgery, if y? 
sept’ ra alle 


Date of surgery: time Degree of trama: aild xi 


general moderace XJ 
Anestbesisa given: severe fay 


Exclesfou criteria for participation in the study 
Please check all {teme: 

_ Age below legal consent or over 70 years. 

__ Confirmed pregnency or a practical possibility of pregnancy 
Bypersensitivity to salicylates or to the control medicarcion 


— 


— Cerrent treateenc with: systeale corticosceroid or 
anticoagulants. 


_ Active peptic ulcer or g-{. bhemorrhage- 
_ Significance liver or kidney disease. 


__ BHemopotetic disorders. 


If some of these conditions applies to the patient, he or she may ent 
the study aod receive test wedicacion + {instructions for use. 
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DENTAL SURCEXY FOEM C 


Scart of treacrent at onsec of pain. 


Dy MeCte ee 


Investigator: 


Were or initials: 


MEDICATION (please record times in 0-24 hours) 


Teat medication: 


1100 


firse dose was taken at zeeeebour on day of surgery 
1800 


second dose was taken at ee---bour on day of surgery K]*/ day after surgery [J 


1100 | . 


third dose was taken at eccece ad 


fourth dose was raken at 


fifth dosa was taken at 


If woe all doses were used, give reason: 


Did patient take acy ocber analgesic since surgery? HoX ; Yee 


Dose: 


If yes, neee of drug: 


Time fireac dose was taken: 


Did parient take strong alcobolic beversges & Yes If yes, specify amber of glasses: 


Did petienc ose drugs for other diseases Hox Tes If yes, specify: 


(name + dose) 
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DENTAL SURGERY FORM B 


Start of treatment ot onset of pain. 


Diflunisal versus control 


Name of investigator: Dieriis us MCcoUn 


Name or initials: SM. Study nr: By) 


sept 
CONTROL VISIT Evaluation on of day after surgery date: SIA a) es 
Only to be filled in if patient took test medicatton. 


1. PATIENTS EVALUATION 


At intake of first dose At Description of 


Parameters of test medication control visit] rating scales 


Rtas pious saers ED See COP eee ee eh 
RN RA ot Oe Ck Se ie Oe ee ee 
Cy Tih Cleat GN et Nears Sole Be its 1 Bek Oe erik s ite 


on opposite 
aly 


' - 
- Patient's opinion A ie ane Went ee 3 


Drug Action taken 
relationship if any 


(e.g. dose 
moderate {2=serious 2=<probably not reduction or 
severe 3=possibly discontinu— 

4=probably ation of 
5=definitely test drug) 


11. ADVERSE REACTIONS 


Adverse reaction codes: 


If adverse reaction was still-present at control visit, give outcome if known (mandatory 
for serious reactions): 
completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 
died 


ll. Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. 


Adverse reactions Efficacy —>| None 


No adverse reactions (@) 


Acceptable adverse reactions eedtubel | 29a tiie the, 


Unacceptable adverse reactions 


Comments, if any: patient wa eased with als edicsa O DL ¢ 
the onset of relief was slow 
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Scart-of treetwent at coset of patn. DENTAL SURCEKY yorn & 


Dilfuntsal versus control 


To be completed on day of surgery 


Procedure: Bewoval of fmpactead tooth 
none 


Additiooal surgery, if any: 


Date of surgery: Sept A es time eam. Degree of tramaz wild o 
moderate XJ 


Anestbesia given: reners 1 savera Og 
pas) — 


Exclesioa criteria for participation in the study 

Please check all {tema: 
___ Age below legal consent or over 70 years. 
___ Confirmed pregnancy or a practical possibility of pregnancy 
__ Bypersensitivity to salicylates or to the control medicacion 


Correct treatmenc with: systen(c corticosceroid or 


gnticoagulancs. 
_ Active peptic ulcer or g.f. bemorrhage. 
__ Significant liver or kidney disease. 


__ Hemopotfectic disorders. 


If wone of these conditions applies to the pacient, he or she may enc 
the study aod receive cCest medication + {nscructions for use. 


YES so 
Eee 
G8 [po a 
ee 
oO B 
eige! 
cows) 
D ® 


Scart of treaceent at onset of pain. OENTAL SURCERY Form Cc 


Diflunisal versus coocrol 


Vv Mi 


Investigator: 


J.Ce Study or: 56 


Ware or {initiala: 


MEDICATION (please record times in 6-24 hours) 


2015 


firet dose was taken at pasar on day of surgery 


Test medication: 


second dose was taken at oe---bour on day of surge? O*/ day after surgery [J 


third dose was taken at ne sAlS 3 4 e oO 
foerth dose was taken af cose ? 0 Hy [et 
Lifcrh dose was taken at cocee x dg oF | 


Len erede CIE Sante oe ibe ts earenccs: substituted 292 for the 
final dose 


Did patient take acy ocher analgesic since surgery? Ho 3 Tex 


If yes, nae of drug: 292 Dose: nt ta b 
Time (iret dose was taken: O8CO sept.24 


Did pacient take strong alcoholic beverages (fo Yes lf yes, specify aoomber of glasses: 


Did pectienc use drugs for ocher diseases Yo Tes If yes, specify: 


(mame * dona) 
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DENTAL SURGERY FORM B 


Start of treatment at onset of pain. 


Diflunisal versus control 
Drew MoL.IMcCUE 


Name of investigator: 


56 


Name or initials: Study nr: 


CONTROL VISIT Evaluation on of day after surgery date: sept. 24 hour: 1600 


Only to be filled in if patient took test medicatton. 


- PATIENTS EVALUATION 
At intake of first dose At Description of 
Parameters of test medication control visit] rating scales 
: on opposite 
ee 


ee 
- Patient's opinion ioe ee ak Aan ire a 
PNSO eo TON GEE 7 Ty BOG hy Ri ae 


SENG AS es SL Geneon ae 


Maximal ee ae Drug Action taken 
ae : es relationship i 


l=not serious l=definitely noy (e.g. dose 
moderate {2=serious 2=probably not reduction or 
severe 3=possibly discontinu- 
4=probably ation of 
5=definitely test drug) 


11. ADVERSE REACTIONS 


Adverse reaction codes: 


at control visit, give outcome if known (mandatory 


If adverse reaction was still present 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 


reaction still present if yes, specify: 
died 


ll. Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. 


Adverse reactions Efficacy —> 


No adverse reactions O 


Acceptable adverse reactions 


Unacceptable adverse reactions 


Comments, if any: patient required for the final dose a <92 
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Scart-of treateent at overt of pain. DUOVTAL SUBRCELY 


Dilfunisal versus control 


Ta be completed on day of surgery 


Procedures Reeoval of impacted tooth Lepected elewent: seer 28, 38 48. 


Addfitioosal surgery, if any: nons 


sept. 23 


ao 
Data of surgery: time Degree of tramar mild go 
woderace KJ 


eavera O 


Anestbesia given: genera] 


Excleas{oa criteria for participation in the study 
Please check all items: 

__ Age below legal consent or over 70 years. 

___ Confirmed pregnancy or a practical possibility of preguancy 
Bypersenaitivity co salicylates or to the control medicarion 


—_ Cerrwnst treatment vith: systen{c corticosceroid or 
anticoagulancs. 


___ Active peptic olcer or g-1. hemorrhage. 


_ Significant liver or kidney disease. 


__. Hemopofetic disorders. 


If pnowe of these conditions applies to the patient, he or she may ent 
the atody aod recetve test medication + {nstructions for use. 


YES wo 
Oo 3 
oO @ 
Oo *O 
as ee 
CJ ee 
rag ay 1a) 
CLD DB 


Scart of treatment at onset of pain. DENTAL SURCERY Form C 


Diflua{sal versus coocrol Drs Mele, MCCUE 


Investigator: 


Ware or initials: 


HODICATION (please record times in 0-24 bours) 


1145 


firswe dose was taken at oo---hour on day of surgery 


Test weedicacton: 


second dos2 was taken at lon Gees on day of surgery Fics day after surgery [J 


third dose was taken at #10510) ie BE - ¥ O 
foarth dose was cakes at 0430 = O ae YO 


i) G = oO 


Lifth dose was taken at cocce 


If soe all dosas were used, give resscou: 


Did patient take acy other analgesic since surgery? Yo ; bee 


If yes, neme of drug: 292 Dose: l tah 
septo PAA 0800 hrs. 


’ Time firec dose wan taken: 


Did patient take atrong alcobolic beverages bs Yeo If yes, specify moder of glasses: 


Did pettect ose drugs for other dinesses & Yes If yes, epecifyr 


(mame + done) 
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DENTAL SURCERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Dre M.-L. McCUE 


Name of investigator: 


G.G. a 
Name or initials: Study nr: 


CONTROL VISIT Evaluation on of day after surgery date: septe 24 hour: 17600 


Only to be filled in if patient took test medication. 


» PATIENTS EVALUATION 


At intake of first dose Ac Descriptioa of 
Parameters of test medication control visit|] rating scales 


on Opposite 


Patient's eye on 
fe) e ment fF 


11. ADVERSE REACTIONS 


Maximal a ere Drug Action taker 
intensity relationship afets i ee 


(e.g. dose 
reduction of 
discontinu- 
ation of 
test drug) 


Adverse reaction codes: 


Pee not 
3=possibly 
4=probably 
5=definitely 


= moderate {2=serious 
severe 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify; 

died 


ll. Investigator's overall evaluation taking into account expected eyoptsneces course 


of symptoms for individual patient. 
Adverse reactions Efficacy —> [one | Poor | Fair Good cellenc 
a i is lL A Re 


patient finished medication but found that 


Unacceptable adverse reactions 


Comments, if any: 
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Start-of treetwent st coset of pata. DENTAL SURCERY TORN za 


Dilfunt{sal versus cootrol 


To be completed on dsy of surgery 


arene MS. Aga: 18 yra. Scudy ors _ 38 


18; 28, 38, 28. 


Proceda x al of acted th ted element: 
ret Reeov ° tmpantadateers Iepac 


Addietonal surgery, if anz: 


Data of surgery: sept. ride Q@ WleDegree of travmar amild @ 


moderate 


Anestbesta given: general eavere Og 


Exclesioa criterta for partictpation in the study 
Ylesse check all ite=a: 
__ Age below legal consent or over JO years. 
__ Confirmed pregnancy or a practical possibility of pregaancy 
Hypersensitivity to salicylates or to the control medicacton 


Correct treatzent with: systestc corticosteroid or 
anticoagulacts. 


_ Active peptic alcer or g.i. hemorrhage. 
__ Signiffcane liver or kidney disease. 


__ Hewmopofetic disorders. 


If nome of these conditioas applies to the patient, he or she say enc 
the stody aod recelve test medication + {nstructions for use. 


4a) Mepeiee te O og 
GOOG OUAD, 


Scart of treacment at onset of pain. DENTAL SURCERY Fossa C 


Difleoisal versus coocrol Br. Nahas McCUE 


Iovestigator: 


Mame or initials: 


PODICATION (please record times in 0-24 hours) 
Feat weedicacion: 


firgt dose was taken at 1 OBO. nour on day of surgery 


second dessa was taken af e----hour on day of surgery [)*/ day after surgery [] 


third dose was taken at Ree a. be oO 


fouxth dose was taken alt ASAOS a QO as Santi oO 
- S| = gO 


patient became nauseous 


fifth dose was taken at acodc 


If woe all dowas were used, give reasca: 


Did patient take acy otber analgesic eince surgery? Yo 


If yes, neme of drug: 


’ Tiee fireat dose was taken? 


Did peactene take stroug alcobolic beverages Ho Yes If yes, specify amber of glasses: 


x 


Did petienc ose drugs for ocher disesses Ho Yes If yes, specify: 
>< 


(mame # dose) 
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DENTAL SURCERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Drs Mok. McCUE P 


Name of investigator: 


38 


Name or initials: Study nr: 


CONTROL VISIT Evaluation on of day after surgery date: sept aE hour: 1800 


Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


Description of 
rating scales 
on Opposite 


At intake of first dose At 
Parameters of test medication control visit 


eee mere ee 
Lap ete co gee? ena Rec cede SAR Siete 
5 P eC Gas Oh os GC a itn ~ Pep 


fehe egtmen a 


11. ADVERSE REACTIONS 


None, or specify below: 


Adverse reaction codes: 


1l=not serious I=definitely nog 
moderate |{2=serious 2=probably not 
severe 3=possibly 
4=probably 
|5=definitely 


reduction or 
discontinu— 
ation of 
test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. : 


Adverse reactions Efficacy —> Fair Good 


Unacceptable adverse reactions 


Comments, if any: 


PAs 
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Start-of treetwent et oneect of pain. DEXTAL SURCERY rORw A 


Dilfuntsal versus cootrol 


To be completed on day of surgery 


Beme or Sex: Mu 


To5eoS5045~ 


Procedora: Rewcval of fmpacted tooth Ipacted element: 
none 
Additioosl surgery, if any: 
Data of surgery: time Degree of traimazr mild fy 
—septy, 23 Se eTL. T8% Ieee 
modaractea J 
genera] 
Asesthbestia given: savere oO 


Exclesioa criteria for participation in the atudy 
Ylesse check all {teme: 
__. Age below legal consent or over JO years. 
__ Confirmed pregnancy or a practical possibility of pregnancy 


Bypersensitivity to salicylates or to the control medicacion 


anticoagulants. 
__ Active pepeic ulcer or g.fi. hemorrhage. 


__ Significant liver or kidney disease. 


BH8a BAO, 


__ Remopotferte disorders. 


If nome of these conditions applies to the patienc, he or she may enc 
the study aod recelve test medication + {nstruccions for use. 


YES 
ss 
CO 
C) 
— Correst trestwenc with: systes{e corticosreroid or fa] 
oO 
i) 
| 
er 


Scarce of treatment at onsec of pain. 
Difluoieal wersus coorrol Dee Mel McCUE 


DENTAL SURCEXY Foss Cc 


Yovestigator: 


Were or fnitials: 


PODICATION (please record times in 0-24 hours) 


1200 


firsc dose was taken at oo---bour om day of surgery 


Test wmedicacion: 


secocd dose was taken at 31-4082. on day of surgery fx} */ day after surzery [J 


third dose was taken at 2200 ad KI - ca oO 
fomuxrth dose was caken at 0830 hes O call oS bp 


o Oo = go 


fifth dose was caken act sesee 


If woe all dosas wera used, give reason: 


Did patient take acy other analgesic since surgery? Jo 


If yes, nee of drug: 


’ Time (frat dose was taken: 


Did partent take strong alcobolic be oat Solel a Tes If yes, specify oober of glasses: 


Did petience ese drugs for ocher disesses yo Yes If yes, specifyr 


(pame + done) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Name of investigator: D 


GM. 59 


Name or inittals: Study nr: 


CONTROL VISIT Evaluation on of day after surgery date: septe 24 hour: 1200 


Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 
At intake of first dose At Description of 
Parameters of test medication ee visit| rating scales 
On Opposite 
ie Pain page. — 
ll. Patient's opinion ~ in Ses oe = woe © Cees Sots ae 


11. ADVERSE REACTIONS 


Maximal 


intensity 


Adverse reaction codes: 


moderate {2=serious 2=prodably not reduction o> 

severe 3=possibly discortinu- 
4=probably ation of 
5=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present 1f yes, specify: 

died 


ll. Investigator's overall evaluation taking into account expected pone Seo course 
of symptoms for individual patient. 


Adverse reactions Efficacy —~> Fair Good cellenc 
PE 


Acceptable adverse reactions 


Comments, if any: 
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Srtart-of treetwent et coset of pein. DENTAL SURCEXY 


Dilfunteal versus control 


To be completed on day of surge 
Keme oc 


Sex: Xx MM 
Jaitials: Gia Aget 19 yrs. Study or: oe 


Procedures Rewoval of tmpacted tooth Lepected element: 18 28 38 48 
none [oY ass 


Additiosal eurgery, if any: 


Dete of surgery: sept. 23 time am. Degree of tramaz: mild G 
poderace (J 


Anesthesia given: GENERAL eavrre oO 


Exclesioa criteria for participation in the study 


Ylesee check all itemas 


4 
‘ 
‘ 


ig 


Geis Fe ariae 
BES 8 POs 


Age below Jezal consent or ower 70 years. 
__ Confirecd pregnancy or a practical possibility of pregoancy 
___ Bypermensitivity to salicylates or to the control medication 


_ Correct freateenc with: systenf{e corticosceroid or 
anticoagulants, 


__ active pepcic alcer or g-i. heworrhage. 


_ Significance liver or kidney disease. 


__ Hemopofetic disorders. 


If woue of these conditions applies to the patient, he or she may enter 
the study aod recetve tesc medication + instructions for use. 


Scart of treacwent at onset of pain. DENTAL SURCEKY Fons C 


Difluniead warsus coocrol 


Investigator: 


Ware or initiele: Gg Study or: 


POSDICATION (please record times in 0-24 hours) 


Teat medication: 


firme dose was taken at 1400 wear on day of surgery 


secon! dose was taken af es---bour on day of aurgery []*/ day after surgery [J 


third dose was taken at eccce a CT ms 


fourth doce was raken aft 


Pifth dose was taken at 


If wot all doses were used, give reason: ave en a a q wa ale 


effective so changed to ,292, 


Did patient take acy ocher analgesic aince surgery? Yo 2 TKK 
If yes, nee of drog: 292 Dose: ] tab 


‘Time firect dose wus taken: | 4 30: 


If yes, specify omber of glassea: 


O14 pacient take strong alcobolic «verges rXX Yes 


Did patient ese drugs for other diseases Ry X Yes If yes, specify? 


(nama + doce) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. : 


Diflunisal versus control 


Name of investigator: Dy MI MCCUE a 


Name or initials: Grilis Stodyinc Oe 


CONTROL VISIT Evaluation on of day after surgery date: sept. 24 hour: 1200 


Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


At intake of first dose At Description of 
Parameters of test medication control visit] rating scales 


on Opposite 
il 


Ee CLA ee aimee 
ae is ale *) ee See Ve 
Ss ISS BES Ae Airy 


6 Oieww me! Degas? 

ete. 5 A Wt See 
: SS RT Ge ie ae BCS a 
By A Ga AU Ee 


Maximal eee ares Drug Action takea 
intensity relationship if any 
l=not serious I=definitely noq (e.g. cose 
2 = moderate {2=serious 2=probably not } reduction or 
3 = severe 3=possibly discontinu- 


4=probably ation of 
S5=definitely test drug) 


- Patient's opinion : Sues 


11. ADVERSE REACTIONS 


NOX, or specify below: 


Adverse reaction codes: 


If adverse reaction was still present at control visit, give outcome if known (nandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. : 


Adverse reactions Efficacy -—> 


No adverse reactions 


Acceptable adverse reactions 


Unacceptable adverse reactions 


Ist dose of medication , PATIENT did not g@ya arug sufficient 
time to act : 
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Sesrt-of trestwent at coset of pain. DENTAL SURCTEEY FORM A 
Dilfunisal versu2 cootrol 
To be completed on day of surgery 
Eame or Sex: XM 
Initials: R ° K, Aget fata yrs. VY] Scudy or: 6] 
Procedure: Removal of impacted tooth Impacted elewent: 38 48 


Additioual surgery, if any: 18, 28 
Dace of surgery: Sept, oS time A.M. Degree of trauma: aild XX 


moderate Oo 


Anesthesia given: saverea Oo 


Exclusion criteria for participation in the atudy 
Plesse check all itesa: 
_ Age below legal consent or over 10 years. 
__ Confirmed pregnancy or a practical possibility of pregnancy 
Rypersensitivity to salicylates or to the contro] medication 


Corrent treatment with: systeale corticosreroid or 
anticoagulants. 


__ Active peptic ulcer or g-i1. hemorrhage. 
__ Significance liver or kidney disease. 


__ Memopofectic disorders. 


‘ood Oo ooo? 
Hdd 6 baa, 


If nome of these conditions applies to the patient, he or she may ence 
the study and receive cesc medicacion + instructions for use. 


Scart of treatment at onset of pain. DENTAL SURCEKY FoE™ C 


Diflunisal versus coocrol 


eee ee.) Sa re ee ie eel ee 


Name cr {nitialse: 


Se ee 


PODICATION (please record times in 0-24 hours) 


1430 


first dose was taken at e----bour on day of surgery 


Teast medicacion: 


secoud dose was taken at 1830 nour on day of surgery §]*/ day after surgery [] 


2230 ee | ee : 


fifth dose was caken at 


If moe all doses were used, give reason: 


Did patient take acy ocher analgesic since surgery? BAX ; Yeo 


Dose: 


If yes, nee of drug: 


' Time firat dose was taken: 


Did patient take strong alcoholic beverages wm X Tes If yes, specify ober of glasses: 


xe Yes If yes, specify: 


Did petienc ose drugs for other diseases 


(name + dose) 
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DENTAL SURGERY FORM B 


Start of treatment at onset of pain. é 
Diflunisal versus control 


DReeeMiel-MCCUE 


Name of investigator: 


Name or initials: Ruse Study nr: 6] 
CONTROL VISIT Evaluation on of day after surgery date: Sept. 24 hour: 1800 


Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 

At intake of first dose At 
Parameters of test medication control visit 
ll. Patient's opinion ae oe oe a 


11. ADVERSE REACTIONS 
eeeioccnnes Drug Action taken 
ee relationship if any 
l=not serious I=definitely noq (e.g. dose 
2=probably not reduction or 
3=possibly discontinu- 


4=probably ation of 
5=definitely test drug) 


Description of 
rating scales 
on opposite 


page. 


mild 
moderate {2=serious 
severe 


Adverse reaction codes: 


If adverse reaction was still present at control visit, give outcome if know (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. ; 


Adverse reactions Efficacy -—> 


No adverse reactions 


Acceptable adverse reactions 


Unacceptable adverse reactions 


Comments, if any: 
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Srart-of Creeatwent et cosct of patn. DENTAL SURCEKY 


Dilfunisal versus control 


To be completed on day of eurzery 
Beme or 


Initiale: D. P, Age? 21 e. [elie 4 Study or: Oe 


Procedures Re=cval of impacted tooth Lspected ele=cat: 28, 38 > 48 

Additioaosl surgery, 1f any: 8 

Date of surgery: Sept ° 28 ye A.M. Degree of tramat wild a} 
moderace kk 

Anestbesia given: GENERAL severe 


Exclusion criteria for participation in the etudy 

Flesse check all itera: 
__ 4ge below legal cousent or over 70 years. 
___ Confireed pregazacy or a practical possibility of pregoancy 
__ Bypersensitivity co salicylates or to the control medication 


_ Correct treatecut with: system{c corricosceroid or 
anticoagulants. 


___ dctivwe peptic alcer or g.1. hemorrhage. 
__ Significant liver or kidney disease. 


__. Memopoletic disorders. 


If woue of these conditions applies to the patient, he or she may ent 
the study and receive teat wedicacion + fnostructions for use. 


pee ete ne See ee ee ee 


DENTAL SURCEKY Fors C 


"O00 0 Oon% 
BOG 8 BoB, 


Scart of createent wf onset of pain. 
Difluoiesd versus coocrol 


Bay EES 


nS ee 


Inwestigator: 


Mawe ofr finitiale: 


MEDICATION (pleas* record times in 0-24 bours) 
Test weedication: 


faxret dose was taken at 1 SU esas on day of surgery 


2145 


second dose was tzken at 8 ....-hbour on day of aurgery Aes day after surgery [J 
third dose was taken at ] (a = et 5 , 3} 


foerth dose waa taken at 


Tifth dosa wag taken 1C 


If moc all dosas were used, give reason: 


Did pacitent take acy other analgesic afnce surgery? Ho 3 Xe 
aoe Bose ekcaD 
1300 sept. 24 


If yes, nome of drug: 


Time firac dose was taken: 


Did perfent take strong alcoholic beverages aX Yes If yes, specify omer of glasses: 


¥i Yes If yes, specify: 


Did patiene ose drugs for other disesses 


(pane + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. ; 


Diflunisal versus control 


Name of investigator: OK Samed GS aaa (OL Bee 


Name or initials: =P Study nr: 62 


CONTROL VISIT Evaluation on of day after surgery date: Sept. 24 1400 
Only to be filled in if patient took test medication. 


hour: 


1. PATIENTS EVALUATION ‘ 
At intake of first dose At 
Parameters of test medication control visit 


Sun Seracare o* eam 
Pe Tee ie eit 
Ada Pea 


Description of 

Tating scales 

On Opposite 
page. 


+o. fowensscaig 
teat < sr te oe 
arated cans ea 2S aed Se a nes 


Maximal Drug Action taken 
Seriousness : E 
intensity relationship if any 


ae ot 
ean Peeled 


ll. Patient's opinion 


11. ADVERSE REACTIONS 


Adverse reaction codes: i= mid l=not serious I=definitely not 
2 = moderate {2=serious 2=probably not reduction or 
3! severe 3=possibly discontinu- 


4=probably ation of 


5=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (randatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator'’s overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. j 


Adverse reactions Efficacy —> Fair Good cellenc 
Pe sienerecion | 0 | tx {| | 


Acceptable adverse reactions 


Unacceptable adverse reactions oe ty ee 


Comments, if any: 
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Start-of treeatwent at ooset of patn. DOVTAL SUECZEXY rors a 


Dilfucisal wersue control 


To be completed on day of surgery 


relies Moke Tl mame Study ur: 63. 


38, 48. 


Precedurer Reacval of impacted tooth Iepected ele»ent: 


none 
S4ditiooal surgery, if any: 


sept . ose a.m. Degree of trauma: =aild oO 


Dare of surgery: 


moderate xk 
Anestbesia2 given: genera | savuera 


Exclesion criteria for participation in the atudy 

Please check all ites: 
__ Age below legal consent or over J0 years. 
___ Confirmed pregnancy or a practical possibility of pregnancy 
__ Bypersenaitivity to salicylates or to the control medicarion 


_—_ Current treatwenc with: systenic corticosteroid or 
snticoagulants. 


__ active pepcic ulcer or g.i1. hemorrhage. 


__ Significance liver or kidney disease. 


__ Hemopofetic disorders. 


If mone of these conditions applies to the pacienc, he or she way ent 
the study aod receive Cesc wedicacion + fostructions for use. 


peelia)joy ao! oper 
GOGB BAB: 


Start of treateent at onsert of pain. DENTAL SURCEKY Foam C 


Dr. ML. MCCUE 


Investigator: 


Warne or initiale: 


PEDICATION (please record times in 0-24 bours) 


Teast wed{cation: 


firee doze wae taken at ] (OOK fe on day of surgery 


2000 


second dose was taken af e-+e--bour on day of surgery y*/ day after surgery [J 
ehird dose was taken st 2300. - Ba | om oa 


fourth dose was taken at | (}OQ- QO -- 
x g - gO 


fifth dose wae taken at eocce 


If wot all doses were ased, give reasou: 


Did parfent take acy other analyesic since surgery Ko 


If yes, asee of drug: 


- Yime firac dase waa taken: 


Did pacient take atroug alcobolic beverages KX Yes Lf yes, specify amber of glasses: 


Did petienc cose drugs for ocher diseases SOX Yes If yee, specify: 


(name + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. . 


Diflunisal versus control 


Name or initials: MoP. Study nr: 63 


CONTROL VISIT Evaluation on of day after surgery date: Sept, 24 hour: _ | 300 


Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


Description of 
rating scales 
on Opposite 
page. 


At intake of first dose At 
Parameters of test medication control visit 


ll. - Patient's opinion 
riecey 


ADVERSE REACTIONS 


pie ks 


Drug Action takex 
relationship if any 


1l=not serious l=definitely nog 
moderate {2=serious 2=probably not 
severe 3=possibly 
4=probably 
5=definitely 


Adverse reaction codes: 


reduction or 
discontinu- 
ation of 
test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. : 


Adverse reactions Efficacy —> 


No adverse reactions @) 


Acceptable adverse reactions 


Unacceptable adverse reactions 


patient was not satisfied with the 


Comments, if any:_ 


medication 
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Sctart-of Creetwent st coset of patn- DENTAL SURCZXY FOIM & 


Dilfusitsel vwersua costrol 


Io be completed on day of surge 
Beme of 
Initials: E ; P . Aget 3 3 yre. Scudy or: 4 


Preceduret Beeoval of fepscted tooth Lrpected element: ; Sos 48 ° 
none 


Additiocal surgery, 1f any: 


Date of surgery: SepUs 23 time pm Degree of tramazr nuild a} 


woderace {J 


Anesthesia given: genera | oavera ang 


Exclas{ou criteria for participation in the atudy 

Flesee check all item: 
__ Age below legal consent or over 70 years. 
___ Confireed pregrancy or a practical possibility of pregoancy 
__ Bypereecositiviry cto salicylaces or to the control medicarion 


Correct treatment with: systemic corticosceroid or 


anticoagulants. 


Active pepcic alcer or g.f1. heworrhage. 


_ Significanc liver or kidney disezse. 


Hemopoietic disorders. 


If wooe of these conditions applies to the patient, he or she may exc 
the study aod recelfve text wmedicarion + fnostruccions for use. 


ey eal Mok amapes 
BUA 8 Oe, 


Scart of treatwent at onset of pain. CENTAL SURCERY ' rors C 


Difluoisal versus coocrol 


De aie MCCUE 
made Study nr: 64 


Yeowestigator: 


Ware or initfale: 


ESDICATION“N (please record times in 0-24 hours) 
Teat weedicarton: 


firme doee was taken at WOO essex en day of surgery 

second dose was taken at 2300 as on day of Birger yes day after surgery [J 
third dose was taken af eccee os CT = Oo 
fourth dose wae taken af .---e oa O a ag 


Lifth dose wae taken at SOBeS 


IZ moc all doses were ased, give reascu: ‘ava’ ha dasas 


required for pain 


Did patfent take acy ocher analgesic aince surgery? my 3 Yes 


Bose: 


If yes, neee of drug: 


’ Yime (iret dos« waa takes: 


Did patient take stroug alcoholic beverages BoX Yee If yes, specify omber of glasses: 


Did peattene ose drugs for other dinesses x® Yes If yes, specify: 


(mame + dona) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Dre BML. MECUE 


Name of investigator: 


Name or inittals: Study ae On 


CONTROL VISIT Evaluation on of day after surgery date: sept. 24 hour: | 300 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 
| At intake of first dose At 
Parameters of test medication control visit 


ll. Patient's opinion : 
on eatmen = ica 


Description of 
rating scales 
On Opposite 
page. 


Boge. Eso nace 
_- Pe amet) . 
EO Se a 
SECIS ES Y 


5) ec ieigs cece we tae Chino 

— oe Scie raiene ee 

Se Oe t = - 
<Ee eee te wEe Sere te 


be 


- 
PG Serie Sak : . ct: sie . Ce 
= SAE iad oS SOS ais PRS AS OS x 


Maximal Bee ion nee Drug Action taken 
intensity relationship if any 


l=not serious l=definitely noq (e.g. dose 
moderate }2=serious |2=probably not reduction or 
severe 3=possibly discontinu— 
4=probably ation of 
S=definitely tesc drug) 


11. ADVERSE REACTIONS 


Nomex or specify below: 


Adverse reaction codes: 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present 1f yes, specify: 


died 


ll. Investigator’s overall evaluation taking into account expected spontaneous course 


of symptoms for individual patient. 


Adverse reactions Efficacy —> Fair Good 
Lita i [et wen, | 


Acceptable adverse reactions 


Unacceptable adverse reactions ee ee 
medication 
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Scart-of tCreetwant at onserc of pain. DENTAL SURCZET rorn A 


Dilfunisal versus coctrol 


To be completed on day of surgery 


Baeme or 
ee 


Precedcres Rescval of tmpacted tooth Lpected ale=cut: rete Like 38, 48 


none 


Additioosl surgery, if any: 


Data of surgery: sept. 2 time A.M, Degree of trasaz: wild go 
moderace Lf} 


Anestbesia given: ecvera g 


Exclusfou criteria for participation in the atudy 

Plesse check all item<: 
___ Ase below legal coosent or over 70 years. 
__ Confirmed pregnancy or a practical possibility of pregoancy 
___ Bypersensitivity to salicylates or to the control medication 


Corment treateent with: systeate corticosceroid or 


mnticoagulancts. 
__ Actiwe peptic ulcer or g-f. bemorrhage-. 


__. Significant liver or kidney disease. 


_ Hemopoletic disorders. 


If pome of these conditious applies to the patient, he or she may ene 
the study aod receive test medication + {instructions for use. 


‘ood o ooo: 
Ged kD Boy 


Scart of treatrent sat onset of pain. DENTAL SURCEXY Fos C 


Diflunisal versus control 


Investigator: 


Ware cor initials: 


MEDICATION (please record times in 0-26 hours) 


Teat weedicacton: 


firwet dose was taken at ] 730--bour on day of surgery 


second dose wan taken secHAQ ees. ou day of surgery es day after surgery [J 


0300 ana KI >i 


third dose was taken at eecco 


fourth dose wae taken PeOse pe ike 


fifth dose was taken ot 


If woe all doses were ased, give reascu: 


Did patient take acy orber analgesic aince surgery? AX 


If yes, nema of drug: 


Time firec dose was takes: 


Did pacient take strong alcoholic beverages BX X Tee If yes, specify omber of glasses: 


Did pecient ose drugs for ocher disesses MK Yes If yes, specify: 


(pame + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus Perera 


Diva Mab MCCUE 


Name of investigator: 


CONTROL VISIT Evaluation on of day after surgery date: Sept. 24 hour: 1800 


Only to be filled in if patient took test medication. 


- PATIENTS EVALUATION 


At intake of first dose At Description or 
of test medication control visit] rating scales 
On Opposite 


- Patient's Spsnten 


11. ADVERSE REACTIONS 


Maxinal 
intensity 


or ae Ae Drug Action taker 
relationship if any 
eS idle ee ad id 


i) 


Adverse reaction codes: 1 = mild l=not serious I=definitely not (e.g. dose 
2 = moderate {2=serious 2=probably not reduction or 
3 = severe 3=possibly discontinu— 
4=probably ation of 


5=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (nandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator's overall evaluation taking into account expected yep sneass course 
of symptoms for individual patient. 


a 


Acceptable adverse reactions 


Unacceptable adverse reactions sa ao 


Comments, if any: 
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Start-of treetwent at onset of pein. DENTAL SURCTEY 


Dilfuotsal werses control 


To be completed on day of surgery 


Keme or Sex: 

Initials: Swe Aget 19 yrs. ; Scudy or: 66 
es kei eseisgeelts) 

Procedcrus Reecval of impscted tooth Lepacted elesrat: 

Additional surgery, if any: none 


Dare of surgery: sept 2. {time am Degree of tramaz evild > 


Anesthesia given: general savere Oo 


Exclusfou criteria for participation in the study 


Flesse check all itema: 


__ Age below legal consent or ower 70 years. 


___ Confirmed preguancy or a practical possibility of pregoancy 


Bypersexsitivity to salicylates or to the control medication 


_ Corrwnt treatment with: systeaf{c corticosceroid or 
anticoagulants. 


__ Active pepeic ulcer or gi. hesorrhage. 


__ Significance liver or kidney disease. 


___ Hemopofetic disorders. 


If mome of these conditions applies to the pacienr, he or she mzy ent 
fhe study acd receive teac medication + instructions for use. 


ehefal fel Wa) ater 
OO0 9 GBB, 


Start of creacment at onact of pain. DENTAL SURCEKY Form C 


Beitsh ro Mccor 
Investigator: 
Wame or initiale: S : M 5 Study ar: 00 


PODICATION (plexse record times in 0-24 hours) 


Test medication: 
faret dose was taken at ] h3Q-bour on day of surgery 
second dose was taken at 22 aour on day of surgery hes day after surgery [J 


1000 @ ‘ gd ~ ra) 


third dose was taken at ances 
forth doce was taken af oceee wa O = O 
« go = gO 


fifth dose was taken at BAOSS 


If moc all doses were used, give reason: 


Did patient take acy other aoalzesic since surgery 3 Yes 


Dose: 


If yes, nome of drug: 


- Time firac dose was taken: 


Did pacieor take strong alcobolic beverages Ezy 0 Tes If yes, specify ormber of glasses: 


Did petiene owe drugs for other dinesses Mesh Yes If yes, specify: 


(nama @ dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. : 


Diflunisal versus control 


Study nr: 66 


Name or initials: 


CONTROL VISIT Evaluation on of day after surgery date: sept 24 hour: 1200 
Only to be filled in if patient took test medication. ~ 


PATLENTS EVALUATION 


dhe 


Description of 
rating scales 
On Opposite 


page. 


At intake of first dose | At 
Parameters of test medication control visit 


Eien cl oeeees ly | 
ll. Patient's opinion aerate rey ee eee 
on =o EQUIV E ies CA s LAE IRE Se Were Fee OS 


11. ADVERSE REACTIONS 
Maximal Bee ee Drug Action taker 
intensity 5 relationship if any 


eorex OF specify below: 


Adverse reaction codes: 1 = nild l=not serious l=definitely nog (e.g. dose 
2 = moderate |2=serious 2=probably not reduction or 
3 = severe 3=possibly discontinu- 
4=probably ation of 


5=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present 1f yes, specify: 

died 


ll. Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. ; 


a 
Acceptable adverse reactions Lee oe 


Unacceptable adverse reactions 


Comments, if any: na an 2 a hapno NislaclaLselaws 


medication 
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Start-of tresatsent a€ ocaet of pain. DENTAL SUECTEY 


Dilfuotsal versus concrol 


To be completed on day of surge 


Bome or Sex: x 
Initfels: D - H : Agat irs. Study or: a 


Peocedurer Beecval of ftepscted tooth Iapected element: 18, Bere 3% 48. 


Additiocal surgery, if any: none 
Data of surgery: SEDt. 28 tine am Degree of tramazr mild o 


woderace (Y 


Anesthesia given: genera | eavera Og 


Exclusion criteria for participation in the study 

Flessa check all itema: 
_ Age below legal consent or ower 70 years. 
___ Confireed pregnancy or a practical possibility of preguancy 
__ Bypersencitivity to salicylates or to the control med{cation 


_. Current treateene with: systen{e corticosteroid or 
enticoagulants. 


_. Active peptic alcer or g.i1. heworrhage. 


__ Significance liver or kidney disease. 


_ Bewopofetic disorders. 


If wome of these conditions applies to the pacient, he or she may ent 
the study aod receive teuc medication + {instructions for use. 


‘Ooo oO oaog 
G8 § GAB, 


Sctart of treateent at onset of pain. DENTAL SURCEXY For™ C 


Diflunisal versus coocrol 


Die tine COU 


Investigator: 


Wawme or initlale: 


MEDICATION (please record times in 0-24 hours) 


Teast medication: 


firwce dose was taken eeu] 725..sour on day of surgery 


secood dose vas take .2400 on day of curgery fX*/ day after surgery [J 


third dose was taken ac 0 330... = et = i 


foarth dose was raken at cocce a QO a ‘a 
“ go - g 


fifth dose was taken alt nates 


If moc all doses were used, give ressou: 


Did patient take acy ocher analgesic aince surgery? Ho > Wexx 


IZ yes, nsec of drog: Cue Dose: Z tabs 
Sent. 29pm, 


’ Yiee fireat dose was taken: 


Did pacienc take atrong alcobolic beverages HX Yes If yes, specify amber of glasses: 
XSK If yea, specify: Eetrac clene 


Did petient ose drugs for ocher diseases Ho 


(nome + doce) 
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DENTAL SURGERY FORM B 


Start of treatment at onset of pain. 
Diflunisal versus eeeceal 


Name of investigator: Dr M.| . MCCUE 
67 


ee 


Nane or initials: Study nr: 


1900 


CONTROL VISIT Evaluation on of day after surgery date: SeDEscg hour: 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


At intake of first dose Ewe 
Parameters of test medication Ewe Weiissnt 
22 are 


Patient's Seen Fe Cees nilpashy 
on en a ene a AE 


Description orf 
rating scales 
On Opposite 


page. 


11. ADVERSE REACTIONS 


l=not serious I=definitely nog 
moderate {2=serious 2=probably not 
severe 3=possibly 
4=probably 
S=definitely 


Adverse reaction codes: 


reduction or 
discontinu- 
ation of 
test drug) 


WN eH 
aon on 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator's overall evaluation taking into account expected SPX TEKS course 
of symptoms for individual patient. 


Adverse reactions Efficacy —> 


No adverse reactions 


Acceptable adverse reactions 


Unacceptable adverse reactions 


Comments, if any: 
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Start-of treatwent at coset of patn. DENTAL SURCEXT Form z 
Dilfunisal verses control 
To be completed on dsy of surgery 
Eeme or Sex: M 
In{tiale: Beis Aget 738 yra. XK] Scudy or: 68 
Procedure: Rewoval of impacted tooth Impacted element: 38 > 48 ° 


A4ditiooal surgery, if any: none 
Data of surgery: sent 28 time am Degree of traimaz aild $x 


moderate oO 


Anesthesia given: genera] eqcvera oO 


Euclus{oo criteria for participacion in the atudy 
Plersee check all itewa: 
__ Age below legal consent or over 70 years. 


__ Confireed pregnancy or a practicel possibility of preguancy 


__ Byperscositivity to salicylates or to the control medication 


—_ Gorrent treatecnc with: systenfe corticosceroid or 
@acticoagulants. 


__ setivwe peptic olcer or g.f. hemorrhage. 


__. Significance liver or kidney disease. 


__. Memopofetic disorders. 


If mone of these conditions applies to the patient, he or she way ext 
the study and receive text wpedication + {nstructions for une. 


Td & a> Oenie-oe 
BOR B BOB, 


Start of treatrent at onset of pain. OENTAL SURCEKY FoEM C 


Diflunisel wersus coocrol 


Imveatigator: 


MEDICATION (please record times in 0-24 hours) 


Teat weedicarion: 


firwe doce was taken at 1 S20R See on day of surgery 


Second dose was taken at? | OLQ..bour on day of aurgery K]*/ day after surgery [J 


third dose was taken at 01 Sh0fe. - Oo as 
0915 a oO aoe 3 


foerth doce wag taken at eccce 


ee g « isi 


Tifcrh dose was taken at waleiete 


If woe all doses were osed, give reasca: 


. 


Did patient take acy other analgesic aince surgery? ERX 3; Yes 


Dose: 


If yes, nome of droug: 


Time firac dose was taken: 


Did pacient take strong alcobolic beverages S Yeo If yes, specify ocber of glauses: 


Did petient ese drugs for other diseases Bo 30x If yes, specify: fir: 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. : 


Diflunisal versus control 


Name of investigator: DY ae Loe MGC UE 


Name or initials: BN. 


CONTROL VISIT Evaluation on of day after surgery date: sept. 2g 
Only to be filled in if patient took test medication. 


Study nr: 68 


PATIENTS EVALUATION 
At intake of first dose At 
Parameters of test medication control visit 


3b 32 
11. Patient's opinion 


i. 


Description of 
rating scales 
on opposite 


Te ee re ee ee 
Sears Seer akon atch raw te cig ee 
Satie wae . - ° Scag a7 1% - 
a SOA seg ord nots 30. RH a Wee 3 
Wel sive shia: tag eae eee als ROS Se waele: 
Ag Torrey Oa Ie . 


11. ADVERSE REACTIONS 


Nog x Or specify below: 


(e.g. dose 
reduction or 
discontinu— 
ation of 
test drug) 


l=not serious l=definitely nog 
moderate {2=serious 2=probably not 
severe 3=possibly 
4=probably 
5=definitely 


Adverse reaction codes: 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present 1f yes, specify: 


died 


ll. Investigator'’s overall evaluation taking into account expected spontaneous course 


of symptoms for individual patient. 


Adverse reactions Efficacy —~> 


No adverse reactions 0 


Acceptable adverse reactions 


patient received only slight retief from 


Unacceptable adverse reactions 


Comments, if any: 


the medication - 
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Btart-of treatment at covet of pain. DENTAL SUKCERY FORM a 


Dilfunisal versus cootrol 


To be completed oo day of surgery 


Beme of Sex; bad 
Initials: M.S. Ayetie o yra. a5 PJ Scudy or: 659 
Procedurert Rescoval of impacted tooch Tarpacted element: 48 


US, eee Se 


Additional surgery, if any: 


Date of surgery: sept 2 gine Degree of trrmmazr wild 193 § 
O 


general moderate 
Anesthesia given: eavuera isi 


Excles{oe critecta for participation in the study 
Please check all itewa: 

_. Age below legal consent or over 70 years. 

___ Confirmed pregnancy or a practical possibility of preguancy 
Bypersensitivity co salicylates or to the control medicatioa 


Corrent treatment with: systea{e corticosrerotd or 


anticoagulants. 
_ Active peptic alcer or g.1. beworrbage- 


__ Signiffesoet liver or kidney disease. 


O00 oO 0do; 
HAG BBAB, 


__ Hemopoietic disorders. 


If pooe of these conditions applies co the patient, he or she may enter 
the stody acd receltve test mpedicacion + {instructions for use. 


Start of creatment aft onaece of pain. DENTAL SURCEKY Fuss C 


Dee. ee Mc OUfeat sat versus coocrol 


Investigator: 


Wave or fnitials: 


PODICATION (please record times in 0-24 house) 
Teast wedicactou: 
17700 


firee dose was taken at ees--bour on day of surgery 


second dose was taken at 230 Qcxr ou day of surgerpg)}*/ day after surgery [J 


third dose was taken at eocce CT ; a oO 


fomrth douse was raken at SACHS ied 0 at a oO 


» Oo = g 


fifth dose was taken at «ess@ 


If woe all doses were used, give reascu: no further doses required 


or pain 


Did pacienc take acy ocher analgesic since surgeryhyHo 


If yes, neme of drug: 


' Yime firet dose was Cakes: 


Did patient take strong alcobolic beverszes te Yes If yoo, specify amber of glasses: 


Did pattene ose drugs for other disesses te Yes If yee, specify: 


(mame + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Dr. M.L. McCUE 


Name of investigator: 


M.S. 69 


Name or initials: Study nr: 


CONTROL VISIT Evaluation on of day after surgery date: se AG es 


Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


Description of 

rating scales 

On Opposite 
page. 


At intake of first dose At 
Parameters of test medication CONtLOM viloit 


a ee a ere To 
11. Patient's opinion cee ea cs an 


° 
Se tose eos eee Ee gee: 


Sees Drug Action earn 
relationship if any 
Adverse reaction codes: l=not serious l=definitely noq (e.g. dose 
moderate |2=serious 2=probably not reduction or 
severe 3=possibly discontinu— 


4=probably ation of 
5=definitely test drug) 


lehe eatmen = 2a 


11. ADVERSE REACTIONS 


Noes or specify below: intensity 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator'’s overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. j 


Adverse reactions Efficacy —> 


No adverse reactions O 


Acceptable adverse reactions 
Unacceptable adverse reactions 


patient was happy with the medication 


Cooments, if any: 
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enouljna 


Stact-of treatment at oosec of petn. DENTAL SURCEXY yoRt z 


Dilfuntsal verave control 


To be completed on day of surgery 


Procedures Rewoval of impacted tooth Iepected element: 
none 
Additiooal surgery, if any: 


Date of surgery: sent fue an Degree of trama: nild 


general moderate 


Anesthbesies gives: savere 


Exclusiow criteria for participation in the study 

Ylease check all iteme: 
—_ Age below legal consent or over J0 years. 
__ _Confireed pregnancy or a practical possibility of preguancy 
__ Byperwenaitivicy to salicylates or to the control medicactoo 


Correct treateent vith: systemic corticosreroid or 
anticoagulants. 


__ Active peptic ulcer or g-{1. hemorrhage. 


_ Significance liver or kidney disease. 


__. Hemopofetic disorders. 


If nome of these conditions applies to the patient, he or she may ent 
the study acd receive test medication + {nstructions for use. 


‘el jal tepals 6) (alia 
BOO BBAM, 


Scart of treatment at onset of pain. DENTAL SURCERY Fos™ C 


Diflunisal wersus coorrol 


Investigator: Drs M 


Wave or fnitiale: 


PODICATIO“ (please record crimes in 0-24 hours) 


Test medication: 5 800 


first dose was taken at e----hour on day of surgery 


second dose was taken st 2 LOD cure on day of aurgery K)*/ day after surgery [J 
third dose was taken at 0200 = : isi : bes G 


0815, a cree 8 


foaxrth dose was raken af BHA 
= go = isi 


fifth dose was taken at sooee 


If moe all doses wera sard, give reason: 


Did peclent take acy other analgesic since surgery? Yo > Xfes 


If yes, neme of drug: 292 Dose: eft tab 
T30U sept. 29 


’ Time (iret dose was taken: 


If yes, specify amber of glasses: 


fla py 


Did perience take scrong alcobolic beveragas & Yes 


Did pettest ose drugs for other diseases Ho Me If yes, specify: 


(name > done) mp 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 
Drei eliesMCOUE. . 


Name of investigator: 


70 
Study nr: 


Deb 


Nane or initials: 


CONTROL VISIT Evaluation on of day after surgery date: 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


At intake of first dose At Description of 
Parameters of test medication control visit} rating scales 
on Opposite 


page. 


1l. Patient's opinion 
on eatmen ic 


11. ADVERSE REACTIONS 


Maximal Drug Action taken 
Seriousness A : 
intensity relationship han y) 


Adverse reaction codes: l=not serious l=definitely noq (e.g. dose 
moderate |2=serious 2=probably not | reduction or 
severe 3=possibly discontinu- 

4=probably ation of 


5=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient recefves treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator’s overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. j 


Adverse reactions Efficacy —> Fair Good 


No adverse reactions O 


Acceptable adverse reactions eater 


Unacceptable adverse reactions 


patient was not satisfied with the 


Comments, if any: 
medication 
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Seart-of treatwent at ooeet of pain. DENTAL SURCEXY ron a 


Dilfunitsal verswe control 


To be completed on day of surgery 
Sex: 


Eaavtite C. He Age: 19 yrs. F ; Scudy set / 


Procedures Removal of impacted tooth Inspact ed steno 8; <8, 38, 48. 


none 
Add{tiooal surgery, if any: 
Date of surgery: sept 320 time am Degree of trawmar nild 3G) 
. moderact 
general sraceiatl 
Anesthesia gives: eavere oO 


Exclusion criteria for participation in the study 
Please check all fteme: 
__ Age below legal consene or over 70 years. 
___ Confirmed pregnancy or a practical possibility of pregnancy 
meee ities to salicylates or to the control eedicarion 


_ Cerrect treatmenc with: systeai{e corticosteroid or 
enticoagulants. 


__ Active pepcic ulcer or g-i. bemorrhage. 
—_ Significance liver or kidney disease. 


___ Hemopotetic disorders. 


If nome of these conditions applies to the patient, he or she may ent 
the study aod receive teat medicarion + instructions for use. 


"CHS Gan ere 
@HE aaah, 


Scart of treatment at onset of pain. DENTAL SURCERY Fosm™ C 


prstitts Mecuee 


4@is@ 


Investigator: 


Hame or initials: 


PODICATION (please record times in 0-24 hours) 


Test medication: 


i520 


first dose was taken at <eee-hour on day of surgery 


1900 


second dose was taken at OmOtn: on day of surgery (J) */ day after surgery [] 


third dose was taken at ecece C1 ial >, 


fourth dose was taken at 1030 - oO ys es 
o go = gO 


fifth dose was taken at Saleen 


If moe all doses were used, give reascs: 


Did patient take acy ocher analgesic since surgery? Ho 


If yes, neee of drug: 


Time ffirat dose was taken: 


Did patient take strong alcobolic beverszesBo Yes If yes, specify amber of glasses: 


Did petienet ose drugs for other diseases io Yes If yes, specify: 


(name + dose) 
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DENTAL SURGERY FORM B 
Start of treatment ot onset of pain. 


Diflunisal versus control 


Name or initials: Cats 


octel 
CONTROL VISIT Evaluation on of day after surgery date: hour: 
Only to be filled in if patient took test medicatton. 


Study nr: a 


1. PATIENTS EVALUATION 


At intake of first dose At 
Parameters of test medication control visit 


Description of 
rating scales 


i on opposite 
Rs 
are Sh Oe Oe ee 1 


Patient's opinion RNR regen med ae EP 
Ea te : A seats ewes Saas 


Sead wii Seas ee 


A ADVERSE REAGILONS 


Maximal ry ee Drug Action taken 
intensity = relationship fanny. 


lenot serious l=definitely noq (e.g. dose 
|2=<probably not reduction or 
3=possibly discontinu— 
4=probably ation of 
5=definitely test drug) 


Adverse reaction codes: 
= moderate {2=serious 


severe 


at control visit, give outcome if known (mandatory 
for serious reactions): 


If adverse reaction was still present 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present 41£ yes, specify: 

died 


abe 


Investigator’s overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. 


Adverse reactions Efficacy — >| None 


of 
pseatverse reactions | | |e 
Acceptable adverse reactions toa an 


Comments, if any: patient was not too happy with the results even 


though the pain wes not severe 
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line Saw yes sovleast sontang 4 


eT Bee Ra | carn ae. 
abe’ aon setae laaaieliies ~taaae ee et ds = . 1 


a a ate ON eri 


OPIS wS fe TOE Rome Shine, Cel 2s pias 9 


Start-of tresteent et onset of pain. DENTAL SURCERY yORM A 


Dilfunisal versus costrol 


To be completed on day of surge 


Eame or PA Sex: M 
PEs ee 


Procedures Reeoval of tapacted tooth Impacted element: 38, 48. 
none 
Additional surgery, if are 
sep ° 0 ame 

Date of surgery: time Degree of trauma: nild ie} 

mod c 
general vce O 

savere Bl 


Anestbesia given: 


Exclusioa criteria for participation in the study 
Please check all itema: 
_ Age below legal consent or over J0 years. 
__ Confirmed pregnancy or a practical possibility of preguancy 
Ryperestsirivixs to salicylates or to the control medication 


—_ Current treatmenc with: systen{c corticosteroid or 
anticoagulants. 


__ Active pepeic ulcer or g.i. hemorrhage. 


__ Significance liver or kidney disease. 


__ Hemopotercic disorders. 


If mone of these conditions applies cto the pacienc, he or she may ent 
the study aod receive test medication + {nstructions for use. 


VEL ECO OE OG a¢ 
PHB Ket, 


Scart of trescmenct at onset of pain. DENTAL SURCERY Form C 


Dre fet. Metue 


Investigator: 


PODICATION (please record times in 0-24 hours) 
Yeat medication: 


first dose was taken at ewes on day of surgery 


ZN 


second dose was taken oo 1G) Caan 6 on day of surgery{]*/ day after surgery [J 


third dose was taken at ge4 Gs qd > ras 


fourth dose waa taken at aecee = Oo mF a 
= Og - el 


fifth dosa was taken at eases 


If woe all doses wera used, give 


Did patient take acy other analgesic since surgery? 3o 


If yes, newe of drug: 


Time firat dose was taken: 


Did pactenc take strong alcoholic beverages we Tes Uf yes, specify aocmber of glatses: 


Did petienc ase drugs for other diseases Yo Yes If yes, specify: 


(name + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Name of investigator: Dre Melee mCou 


Name or initials: Bem. Study, nrz 372 
CONTROL VISIT Evaluation on of day after surgery date: oct. 1 hour ; L800 


Only to be filled in if patient took test medicatton. 


- PATIENTS EVALUATION 


At intake of first dose At 
Parameters of test medication control visit 
se : sy ed ect ae 
ch Se ial ee ee 


cede atmen 2a 


Description of 
rating scales 
On opposite 


11. ADVERSE REACTIONS 


Drug 
relationship 


(e.g. dose 
reduction or 
discontinu—- 
ation of 
test drug) 


| 2<probably not 
3=possibly 
4=probably 
5=definitely 


moderate |2=serious 
severe 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


ll. Investigator’s overall evaluation taking into account expected Spon Guess course 
of symptoms for individual patient. 


Adverse reactions Efficacy —> 


No adverse reactions 


Acceptable adverse reactions 


Unacceptable adverse reactions 


Comments, if any: 
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Start-of trestwent at onect of pein. DENTAL SURCZKY ror A 


Dilfunteal versus control 


To be completed on day of surgery 
Sex: 


Game or mM 
Initials: Jeoe repeat! yrs. F Pj Scudy or: fi 


Procedcre:s Besoval of impacted tooth Lapact ed tos 28, 38, 486 


none 
Additiooal surgery, if any: 


Date of surgery: time Degree of trauma: wild a} 
sept. 30 =a © <a 
i moderate 
general 
severe 


Anesthesia given: 


Exclesfon criteria for participation in the atudy 
Please check sll items: 

_ Age below legal consent or over 70 years. 

_ Confireed pregnancy or a practical pousibility of pregnancy 
Pec teoticven, to salicylates or to the control medicacion 


Correct treatment with: systesic corticosteroid or 
anticoagulants. 


__ Active peptic alcer or g-f. hemorrhage. 
__ Significance liver or kidney disease. 


__. Hemopofetic disorders. 


If nome of these conditions applies to the patient, he or she way enc 
the study and receive tesc medicacion + instructions for use. 


EOE ta ties 
Oe8 Bativwy 


Scart of treaczent a¢ onset of patn. DENTAL SURCERY Form C 


Diflgnisa 1 crol 
Dr. Wlele “MCCUE” 
Jeo Study os? eee 


Investigator: 


Ware or initials: 


MEDICATION (please record times in 0-24 hours) 
Test eedicactiou: 


7 
firee dose was taken at ee.+eehour on day of surgery 


20 
second dose was taken at eee on day of surgery ]*/ day after surgery oO 
third dose was taken at eecce < es ms 3] 


fomxth dose was taken at 0830 g QO Mig | 
= g a g 


fifth dose was taken at wens 


If soe all doses were used, give reason: 


Did petfest take acy ocber analgesic since surgery? Ho ; Yes 
Dose: 


If yes, nee of drog: 


Time firac dose was taken: 


Did pactenc take strong alcobolic beverages Mo Yes lf yes, specify omber of glasses: 


Did petienc ose drugs for other diseases X vo Yes If yes, specify: 


(name + dose) 


FIGURE 89 


: ey “i Le. nents A wety 

| i af ) v 

; o. eens fe ie : a 

i a . a a th io RA 7 
one * 
on “4 ] 


S ln re lat 
alii ALY : 7 a oe 
| ; 5 | | 7 . . I 
cn) - do eh or + Leh 4 a, oie 


Mh, ra 


an oe te ee re | aN 
| ns 


hs a pe. Te : Lae 


ee gis aihany 2 cd ae ee 
r ny i. om S vagy, a. bi sae ie “ne 
ce fu sf rag 


n 

; Cor ay chiniegoty Fe EDT Uap iq ier 4 * ” eel 
Pr < cs org af ; 

as: Ga. capaunites laeietn wots o% ye eebprten a kf 


: ran 4 i 7 
: : i oe hate eter ” Die ties él naan aie seven 


eas ivi 

.4 

fe alt Te 
} 


ee 


wm on : oe le ne anh ah . ri vane = v 
i eBay iene se met 2. 


an Lp ? % We - y 
| Ch bp, at) Wey eee wlrede Wo comm $a) 
t ieee vee efa 0 2 Be U ieaae eqwl) ‘ : a 

i Veh 2  Yeud 4 g jd Hees wor bien tac wes oon om 
aT - 


ag —poamatien | HEAL ee mm amc —_— oe . 


en +e ad 
ore Sate ink i ea ae crc licos cs Skeets 
. rr 2. a s 
re eo Se savannah femenigmc ra a TU hoes sare 
i; i Pe ee 


oy if ow Ari Vy p Phy nie ¥ Smotigne 
/ roe +e wu) i . we 44 e he is ‘ 
ve fonda wr wool saa 


| al Oe i ad Ends wed aint beoal er a worn - 


A F : 
; . Suit ‘ 14) rane 1 eee Scie 
: ee lo 8, a a as Fa “4 _ sla ww bie ae 7 ek hens i oo 


A 7 , o Wee cy, . 


w sah 
" yi koe 
ey ' *y 
‘ ee 
9 
: ~~ aa - Led -_ ee oo Ap ay oer 
- f in 4 
} =e ein eee ee 
" 
7 : v 
r »- age ey ape rae er - 
' pe 
eo) > ani +a lave —— ee — 
ad : uu 
pt 1 


wh 


sili Prue oe fant 


x ae, % 


ne . — 


7 Ries Ae _ 
peomaendg te sab aiad <Mhoret ie ie 7 
7 : tf A 


Y 4 sadn terme mor 


ui 


134 


DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Name cf investigator: Dr. M.L. MpCUE 


Name or initials: Wiece Study nr: 


CONTROL VISIT Evaluation on of day after surgery date: OCcT.1 
Only to be filled in if patient took test medicatton. 


1100 


hour: 


- PATIENTS EVALUATION 


Description of 
rating scales 
on opposite 


At intake of first dose At 
of test medication control visit 


. Patient's opinion 23 Qe tas Bee ee 


Lede eatfmen of f 2a 
Maximal Serio Drug Action taken 
nani . pease relationship if any 


ADVERSE REACTIONS 


ahalle 


Nwoe, or specify below: 


Adverse reaction codes: 1 = mild lenot serious l=definitely nog (e.g. dose 
2 = moderate {2=serious |2=probably not reduction or 
3 severe 3=possibly discontinu- 
4=probably ation of 


S5=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


ll. Investigator's overall evaluation taking into account expected Shenesneens course 
of symptoms for individual patient. 


Adverse reactions Efficacy —> 


No adverse reactions O 


Acceptable adverse reactions 


Unacceptable adverse reactions 


Comments, if any: Ona 2 nO 
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Start-of trestwent at oveec of pain. DENTAL SURCERY 


Dilfunisal versus cootrol 


To be completed on day of surzery 


Rae era: Leo. Aget 24 yrs. Scudy or: TA 


Procedure: Removal of impactad tooth Iarpact ed Eieeeseseu 38. 
A4ditiooal surgery, = any: hehe 
sep e 10) AM. 
Date of surgery: time Degree of trama: aild i 
e eral moderate 
Anesthesia given: 8 a . severe fel 


Evclesion criteria for participation in the study 

Please check all items: 
__ Age below legal consent or over 70 years. 
__ Confirmed pregnancy or a practical possibility of preguancy 
Paareerateetciyicy to salicylates or to the control medicacion 


_ Cerrent treatmenc with: systea(c corticosreroid or 
snricoagulancts. 


__ Active peptic ulcer or g.i. hemorrhage. 


__ Significanc liver or kidney disease. 


__ Hemmpotecic disorders. 


If nome of these conditions applies co the patient, he or she may ext 
the study aod receive test medication + instructions for use. 


iideehab (oh tc)ta} fare 
BOW Ga aos, 


Scart of trescuent at onset of pain. DENTAL SURCERY Form C 


Dra tet. McCUg 


Investigator: 


Mare or tinittale: Ec. Study or: 


PODICATION (please record times in 0-24 hours) 
Test medication: 


5 
firsc dose was taken at * SOOT car on day of surgery 


2400 


x 
second dosa was taken aC ee---bour on day of surgery ()*/ day after surgery [J 


third dose was taken at evcce ¥ ag Ps 0 

4 fourth dose was raken at SSeS 9 O “Si a} 
fifth dose was taken at awlole'@ a Qa me a 

If woe all dosas were used, give reason: did OQ eaquire f ne 


doses for pain 


Did pacienc take acy ocber analgesic since surgery? Ho 3: Yes 


If yes, nome of drug: 


Time firac dose was taken: 


Did parient take scrong alcobolic beverages Mo Tes If yes, specify amber of glasses: 


Did patience ose drugs for ocher diseases Ao Yes If yes, specify: 


(mame + dose) 
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DENTAL SURGERY FORM B 


Start of treatment at onset of pain. 


Diflunisal versus control 
DrseMete MCCUE 


Name of investigator: 


74 


Name or initials: Stud yeurs 


CONTROL VISIT Evaluation on of day after surgery date: oct, |] hour: 13100 


Only to be filled in if patient took test medicatton. 


1. PATIENTS EVALUATION 


At intake of first dose At Description ot 
of test medication control visit] rating scales 
On opposite 


page. 


ll. Patient's opinion 


11. ADVERSE REACTIONS 


2 = moderate {2=serious 2=probably not reduction or 

3 = severe 3=possibly discontinu— 
4=probably ation of 
S=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator'’s overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. 


Adverse reactions Efficacy —> 


No adverse reactions O 


Acceptable adverse reactions 


Unacceptable adverse reactions 


Comments, if any: oatient felt that the onset was slow but the 
effectiveness was good once analgesia was obtained 


FIGURE 92 


ea re) wae F aye 

f = “ ay tl a arvana ie ree oh allied oe een enna Ee) 
a et iy ont 
t 3 < 
Se eee eee ee nm. 
aww West ek. y +A ret ip Vents he. rears oy may 
i ae sau | simaet bnane | ¢ iokos ‘gad jo 
4 . i ae ppt wom ~teroaBe non = aretha om 
i. 
5 i Tal ' 7 
| . 
¢ 
ee a 


a 
a 

aa pet 
a = 


ai Mita ele! 


io por we M eine ee a pt eR pas, 
ot . ra i Pm meee pcan co 


AAP 


y 
$ | 
_ mi j ' 
ka > Ou : a" 
: uJ leas 1 main dy memcon eelr vioe=t _ 
iil at ee Lae baw de av eee aaa ington OR 


‘<a eet mn foe a et a 
. oe had bem fees vood, pk ae 


~ ae ~ i aa vole wn -- 
24.9) PORT % rw a 
, : ek bee @t ve fe 4 ey { 
Oi AE a) Bee ce eeleeblbe ae 
0 i i 
' an | \ 
_— n — J = an ‘- is ome j 
| i i ; 
| . | 
A... me z= Lou 
ees 7 nt i 
. oe yee NIGIia es a 
. % = r. ab zi at jaarst 
potas | gue grees) 
! ‘ i wing tat? sbrete é ; Ha 
eS. tee ee a ree | Gace See Oe ie nore {eee | renters {ee 9 Some on 
‘ t 2 evig), sate fe adel ne” ina Aft cabil eo set 
Hl f J SF ‘ ; .. 7 . = Vi : = 
roacteek eg vlewe sihielcie a * iv, \ameeeesas soaked 
oly a won angere re or Ap rpg 39s 
; -;eER cen pathy a ae coe ambiel sarin os eae 
an ee bases aX oa 
7 - ; ro v 
, - —" eee 10 teresa ariyblae, A commatl npn Meg Soi en ae een a ma Fe oe r. _ 
hi Tkuds eaowo wears Owes > sireate etet . gondy’ teiiealLwey (8 Layovw a’ ves 
. | a Sawdy Ve apt, ma 4 
——w anaes yt — me cone Bina: semana 
ar: ee hats seche oles trl 
ry oa 
joheniniak nine Pete acti I nts nde : Rahethethens 
) ; sad i 


thie, cle 


a vt 
bie stall aaa [' Woe 


cecal end ee nde © pn 


eS 7 


Start-of treetwent at oneet of patn. DENTAL SURCEXT FORM & 


Dilfunisal versus control 


To be completed on day of surge 


Beme or Octo < Sext mM 
Initials: Ager yts. Py] Scudy nar: 


Procedures Reecval of tmpactead tooth Lapacted alement: 38 


Additional surgery, if any: none 
Data of surgery: octed time aoa Degree of tramar wild oO 
moderate 
local anaesth. ee 


Anesthesia given: 


and I.V. sedation 


Exclesioa criteria for participation in the study 


Please check a2ll items: 


8 


__ Age below legal consent or over 70 years. 
__ Confirmed pregnoancy or a practical possibility of preguancy 


Bypersensitivity to salicylates or to the control medicacion 


Corrent treatrent vith: systeaf{c corticosceroid or 
anticoagulants. 


_ Active peptic ulcer or g-f1. bemorrhage. 


__ Signiffieanc liver or kidney disease. 


__ Bemopofetic disorders. 


If nome of these conditious applies to the pacient, he or she may enc 
the study aod receive tesc medicacion + instructions for use. 


"ood Oo odo; 
AOC Ro aa 


Scart of creaceent at onsec of pain, OENTAL SURCERY roam C 


Diflunisal wersus coocrol 


Dr.M.L. McCUE 


Investigator: 


ene or initiala: I i 4 Study nr: 


PODICATIOM (please record cimes in 0-24 hours) 
Test wedicaction: 


first dose was taken at T B00 nor on day of surgery 
2100 a ~ 
third dose was taken at “1000 fy 
fourth dose was taken a= ...-- = 0 a 3] 
- S| - g 


fifth dosa was taken at 3 ...-- 


If soe a2ll doses were ased, give reason: 


Did patient take acy ocher analgesic since surgery? Wo 3; Yes 


If yes, neee of drug: 

Time firac dose waa taken: 

Did patient take strong alcobolic beverages EX Tes If yes, specify amber of glasses: 
Did pettent ose drugs for other disesses Mo Yes If yes, specify: 


(nama + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Dro MeL. McCUE 


Name of investigator: 


TS 


Atys ie 


Name or initials: Study nr: 


ect. 5 
CONTROL VISIT Evaluation on of day after surgery date: hour: 
Only to be filled in if patient took test medicatton. 


1. PATIENTS EVALUATION 


Description) of 

rating scales 

on opposite 
page. 


At intake of first dose At 
Parameters of test medication control visit 


= en | 
oe, pata raed Ln eae Sie Oa a Soe ee 
on SAtMent a cab isscraiee: gues lees Gs 
Maximal 


11. ADVERSE REACTIONS 
Drug Action taken 
intensity relationship if any 
= mild l-not serious l*definitely not 
= moderate {2=serious 2=probably not 
= severe 3=possibly 


4=probably 
S=definitely 


- te ey, 
: x 
Pons 


KX 


None, or specify below: Seriousness 


(e.g. dose 
reduction or 
discontinu-— 
ation of 
test drug) 


Adverse reaction codes: 


WNHre 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. 


Adverse reactions é ; 

No ine eee 
Xx 

Acceptable adverse reactions 

Unacceptable adverse reactions 


Comments, if any: 
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Stert-of Creetwent at onset of pein. DENTAL SURCEXY 


Dilfunisal versue control 


To be completed oo day of surgery 


18, 4&. 


Procedure: Resoval of impected rooch Lapacted element: 


Addittooal surgery, if any: none 
Date of surgery: oct. 4 time Ame Degree of trauazr aild og 


moderate fave 


Anesthesia given: ans esavere gd 


I.V. sedation 


Excles{ou criteria for participation in the study 
Please check all items: 

_ Age below legal consent or over 70 years. 

__ Confirmed pregnancy or a practical possibility of pregnancy 
Eypereesaicivity to salicylates or to the control medicacion 


_ Cerrent treateence with: systen{c corticosteroid or 
anticoagulants. 


___ Active peptic alcer or g-i. hemorrhage. 


_ Significant liver or kidney disease. 


__. Hemopotetic disorders. 


If aome of these conditions applies co the patient, he or she way enc 
the study aod receive cesc medication + instructions for use. 


YES. | 7 Sa 
atin? sa 
Gl) 
fe), ae 
aed 
relat) 
eS 
D 


DENTAL SURCEKY Form C 


Bcact of treacrent at onsec of pain. 
Diflunisal versus coscrol 


Iovestigator: Dr M M ] 


Wore or initiale: 


PODICATION (please record cCimes in 0-24 hours) 


Test wmedicacton: 


firse dose was taken at eeO) ocr on day of surgery 


secoud dose was taken st 1820, on day of scrrsco cies day after surgery [J 
third dose was taken at 0990 . C1 = yy 
fowrth dose was takeo at Sscec od O 9 ag 


O 


fifth dose was taken at 


If moe all dosas were used, give reason: 


x 
Did patient take acy other analgesic since surgery? Ho 


If yes, new of drug: 


Time first dose was taken: 


>,€ 
Did parienc take strong alcobolic beverages Ho jes If yes, specify omber of glasses: 


Did patient ose drugs for other diseases Ho Ys If yes, specify: 


(name * dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 
Name of investigator: Dre M.L. McCUE- 


Name or initials: A.W. Study nr: 76 


OCtiens CO 
CONTROL VISIT Evaluation on of day after surgery date: hour: 
Only to be filled in if patient took test medicatton. 


1. PATIENTS EVALUATION 


Description of 

rating scales 

on opposite 
page. 


At intake of first dose At 
Parameters of test medication control visit 


[Se eR peo ademas ee ll 
ll. Patient's opinion: i rege ee co ee u deta Moin 


fehe Patmen e 


11. ADVERSE REACTIONS 


(e.g. dose 
reduction or 
discontinu-— 
ation of 
test drug) 


l=not serious l=definitely noq 
= moderate {2=serious |2=probably not 
severe 3=possibly 
4=probably 
S=definitely 


Adverse reaction codes: 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


ll. Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. 


Adverse reactions Efficacy —> 


No adverse reactions 0 


Acceptable adverse reactions 


Unacceptable adverse reactions 


Comments, if any: 
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Scart-of tresteenc at onset of pain. DENTAL SURCTEY 


Dilfuntsal versus control 


To be completed on day of surgery 


Keme of 
Initials: RB ) Ager ts. Scudy ur: 


Procedure: Remowal of impacted tooth Iwpacted ele=ent: 38 
Additional surgery, if any: none 


oct 
Date of surgery: 74 time ae Degree of tramaz: wild I 


moderate (J 


Anestbesia given: loca] anaesth. severe Gg 


and=l.Viesedation 


Exclesion criteria for participation im the study 

Please check all items; 
__ Ase below legal comaene or over 70 years. 
__ Confirmed pregnancy or a practical possibility of preguancy 
__ Bypersensitivity to salicylates or to the control medicarion 


Corrent treatzence with: systeaic corticosteroid or 
anticoagulancs. 


__ Actiwe pepric alcer or g.{. hemorrhage. 
_. Significanc liver or kidney disease. 


__. Hemopofetic disorders. 


If nome of these conditions applies to the patient, he or she may ent 
the stody and receive test medicacion + {nstructions for use. 


GO Gag. Gere 
GOOG B oad, 


Scart of treacrent at onset of pain. DENTAL SURCERY Fos™ C 


Diflunisal versus coocrol 


Dre Miles MeCUE 


Investigator: 


Were or initiala: B D Study ar: 


PODICATION (please record times in 0-24 hours) 
Test medication: 


firgse dose was taken at bour on day of surgery 


second dose was taken at -22--bour on day of surgery []*/ day after surgery [J 


ehird dose vas taken at ere: = ef 
foexth dose waa taken at QO 


O 


fifth dose was taken at 


If poe all doses were ssed, give reason: 


Did patient take acy other analgesic since surgery? Ho 

If yes, neee of drug: 

Time firat dose wae taken: 

Did pettent take strong alcobolic beverages Ho Yes If yes, specify omber of glasses: 


Did patienc ose drugs for ochar diszases Ho Yes If yes, specify: 


(pame + does) 
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DENTAL SURGERY FORM B 


Start of treatment at onset of pain. ; 
Diflunisal versus control Dre Me he MCCUE 


Name of investigator: 


Name or initials: Dron Study nr: 777 


CONTROL VISIT Evaluation on of day after surgery date: 
Only to be filled in if patient took test medicatton. 


1. PATIENTS EVALUATION 


At intake of first dose At Description of 
Parameters of test medication control visit] rating scales 
on opposite 
page. 


11. ADVERSE REACTIONS 


Maximal ah eer Drug Action taken 
None, or specify below: intensity a ie relationship if any 


Adverse reaction codes: mild l=not serious l=definitely noq (e.g. dose 
moderate {2=serious 2=probably not reduction or 
severe 3=possibly discontinu—- 

4=probably ation of 
S5=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 
completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 
died 


ll. Investigator’s overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. 


Adverse reactions Efficacy —> Poor Batters Good 


No adverse reactions 


Acceptable adverse reactions ‘ae ome sl 


Unacceptable adverse reactions 


unable to contact the patient 


Comments, if any: 
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Sctart-of trestwent at onset of pain. DENTAL SURCERY TORN &€ 
Dilfunisal versus control 
To be compleced on day of surgery 
Bame or Sex; bat 
Initials: weG. Aget 20 yts. F VY] Scudy or: 78 
Procedscret Removal of impacted tooth Lapacted element: 18, 38. 


Adéditiooal sur ry £ ae 
ze . a 3, 
Oc oe aMe 


Date of surgery: time Degree of trauma: mild oO 
mod c 
local anesth. and Sica 
Anesthesia given: savera gC 
edation 


Exclesioa criteria for participation in the study 

Please check all items: 
_—_ Age below legal consent or over 70 years. 
__ Confirmed pregnancy or a practical possibility of preguancy 
__ Bypersenaitivity to salicylates or to the control medicarton 


__ Cerrent treatmenr with: systentc corticosceroid or 
gnticoagulants. 


__ Active peptic ulcer or g.i1. hemorrhage- 
_ Significance liver or kidney disease. 


__ Hemopofecic disorders. 


If mome of these conditions applies to the patienc, te or she may enc 
the study aod receive test medication + instructions for use. 


Cra: OOo 
GOO Oot, 


Scart of treatment at onset of pain. DENTAL SURCERY FoE™ C 


Dive Mil ea coleeca coocrol 


Iovestigator: 


Ware or initiale: 


PODICATION (please record times in 0-24 hours) 


Test medication: 


1330 


first dose was taken at e<see-hour on day of surgery 


second dose was taken at ....-bour on day of surgery []*/ day after surgery [J 


third dose was taken at eocce . C1 as ag 
foexth dose was taken af Adank hod QO =. | 
fifth dose was taken at cease hd a = QO 
continue 
If moe all dosas wera used, give reason: ( ide no " j 10}¢ ne e 


because the medication did not work 


Did petienc take acy other anglgggic since surgery? Ho ; Yes 
ploy) 2 tabs 


If yes, eeee of drug: 


Time firat dose was taken S00) Cont =) ee 


Did patient take atrong alcobolic beverages KO Tes If yes, specify omber of glasses: 


86 Yes If yes, specify: 


Did patient cose drugs for ocher disesses 


(mame + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Dr. MeL. McCUE 


Name of investigator: 


Name or initials: L.C. Study nr: 


Oct ae 
CONTROL VISIT Evaluation on of day after surgery date: 
Only to be filled in if patient took test medicatton. 


1. PATIENTS EVALUATION 


At intake of first dose At Description of 


Parameters of test medication control visit] rating scales 
on opposite 


ll. Patient's opinion 


11. ADVERSE REACTIONS 


Maximal Serion 2 Drug Action taken 
intensity : a relationship if any 


Adverse reaction codes: l=not serious l=definitely noq (e.g. dose 
moderate {2=serious |2=probably not reduction or 
severe 3=possibly discontinu- 

4=probably | ation of 
S5=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 
completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 
died 


ll. Investigator'’s overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. 


Adverse reactions Efficacy —> Poor Fair Good Peeeiienet, 


Acceptable adverse reactions (eee ee 


Unacceptable adverse reactions 


Comments, if any: _ natien eceived no raljie am a first dose 


and discontinued the study 
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BStart-of tCrestwent at oneret of pein. DEXTAL SURCERY roRM A 


Dilfunisal versus control 


To be completed on day of surge 


Bame or eos Pe. 2 
Initials: Aget yrs. Study or: 


Procedure: Rescval of impacted tooth Iepected element: 12 Dyes 28 d, St 


Ad4ditioaal surgery, if any: none 


Date of surgery: octe4 time aMe Degree of trama:r anild go 
moderate P| 


Anesthesia given: renera) severe oO 


Exclastoa criterta for participation in the study 
Please check all items; 
__ Age below legal consent cr over 70 years. 
__ Confirmed preguancy or a practical possibility of pregnancy 


Bypersensitivity to salicylates or co the control medicacion 


i anticoagulants. 
_ Active peptic ulcer or g.i. hemorrhage. 


__ Significance liver or kidney disease. 


aoa cf CO ktly 


_ Hemopofetic disorders. 


If mone of these conditions applies to the patient, be or she say ext 
the study and receive tesc medication + instructions for use. 


YES 
Le 
Ss 
ES 
Corrent treateenc with: systeni{c corticosreroid or I 
iy 
es 
DOD 
er 


Beart of treatment at onset of pain. DENTAL SURCERY ForM C 


Diflunisal versus concrol 


Dr. MeL. McCUE 


Iovestigator: 


Waeme or initials: 


PODICATION (please record times in 0-24 hours) 


Test wedication: 


firse dose was taken at BOG as on day of surgery 


second dose vas taken aC AAO CESS on day of surgeryp$]*/ day after 


third dose was taken at 


foarth dose wan raken at 


fifth dose was taken at 


If woe all doses were used, give reason: 


Did patient take any other analgesic since surgery? % 


If yes, nee of drug: 


' Time fireat dose vas Caken: 


Did partent take acroug alcobolic beversges 1X Yes If yes, specify ormber of glatuses: 


Did petienc ose drugs for ocher diseases *s Tes If yes, specify: 


(name + dose) 
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DENTAL SURGERY FORM B 


Start of treatment at onset of pain. ; 
Diflunisal ver control 
ap rh eee Dre M.L. McCUE 


Name of investigator: 


Name or initials: Study nr: 


CONTROL VISIT Evaluation on of day after surgery date: OCt. 6 hour: 1200 
Only to be filled in if patient took test medication. 


- PATIENTS EVALUATION 
At intake of first dose 
Parameters of test medication 


EEE 
Patient's opinion giieh sucka 5 ees ; tee eo aes 
Sh Cae as Seats P28 hs SES aes ee 


On me z a 
Drug Action taken 
relationship if any 


(e.g. dose 
reduction or 
discontinu- 
ation of 
test drug) 


At 
control visit 


Description of 

rating scales 

on opposite 
page. 


11. ADVERSE REACTIONS 


Adverse reaction codes: 


|2=probably not 
3=possibly 
4=probably 
5=definitely 


= moderate {2=serious 
severe 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


ll. Investigator's overall evaluation taking into account expected Thole Go course 
of symptoms for individual patient. 


Adverse reactions Efficacy —> 


Acceptable adverse reactions 


Unacceptable adverse reactions 


Comments, if any: patient had no relief from the first two doses and 
only slightly from the last two doses 
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Start-of treeteent at oaset of patn. DENTAL SURCERY roRM a 


Dilfuniseal versus costrol 


To be completed on day of surgery 


sate, PTs | see sty oO | 


IGyt25 4538, 4G. 


Procedure: Beeowal of tmpactad tooth Impacted element: 
cy of none 
Add itio surgery, : 
SLSR ree renee RES 

Dare of surgery: time Degree of tramar aild oO 

mod 
general erace <4 

severe g 


Anesthesia given: 


Exclusion critecia for participation in the study 

Please check all itema: 
__ Age below legal consent or over 70 years. 
— Confirmed preguancy or a practical possibility of pregnancy 
__ Bypersensitivity to salicylates or to the control medicarcion 


Corrent treatrent with: systenic corticosceroid or 


anticoagulants. 
__ Active peptic alcer or g.f{. hemorrhage. 
_ Significance liver or kidney disease. 


__ Hemopotetic disorders. 


If nome of these conditions applies to the patienc, he or she say enc 
the study and receive test medicacion + {instructions for use. 


Pe} a) (aea| a} (ayer: 
Coe Coots 


Scart of treaczent at onsec of pain. DENTAL SURCERY osm C 


Dr M i Mo Oatsateal versus concrol 
e es e 4 


Investigator: 


Were or initials: 


PODICATION (please record times in 0-24 hours) 


Teast medicacion: 


1230 


first dose was taken at e-s¢,hour on day of surgery 
1830 


second dose was taken aC «...- bour on day of aurgery{ ]*/ day after surgery [J 
third dose was taken aft eccce 4 oO = og 
fourth dose waa taken af coece , os a] = gO 


o is] « ga 


Lifth dose was taken at BSGo5 


If moe all doses were used, give reason: nausea and vo Pet og & e 
the second dose 


Did patient take acy ocher analgesic since surgery? Ss 


If yes, asec of drug: 


Time firac dose was taken: 


Did pacient take strong alcoholic beverages & Yes If yes, specify omber of glasses: 


Did petienc ose drugs for other diseases % Tee If yes, specify: 


(name + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Dr. M.Le McCUE 


Name of investigator: 


Cedse 80 


Name or initials: Study nr: 


CONTROL VISIT Evaluation on of day after surgery date: aoct.& hours) 2 30) 


Only to be filled in if patient took test medicatton. 


1. PATIENTS EVALUATION 


At intake of first dose At Description of 
Parameters of test medication control visit] rating scales 
: On opposite 
page. 


Jieeerativent Ss pean 


11. ADVERSE REACTIONS 


Maximal Seri Drug Action taken 
i : intensity egies rashes Sees if any 


= mild l=not serious I=definitely noq 
moderate |2=serious 2=probably not 
severe 3=possibly 
4=probably 
S=definitely 


(e.g. dose 
reduction or 
discontinu—- 
ation of 
test drug) 


Adverse reaction codes: 


WhNe 
fl 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator's overall evaluation taking into account expected SOE course 
of symptoms for individual patient. 


Adverse reactions 


vomitting,The medication was effective while being taken 
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Start-of Creatwenct at oaset of patn. DUONTAL SURCTEY ror A 


Dilfunisel weraue control 


To be completed on day of surgery 


peat a ee ree, a1 
Intctflals: Aget a. Scudy ar: - 


ee OS ese aes 


Procedures Reecoval of tupacted tooth Lrpected ale=ent: 


Additioosl surgery, 1f any: NONE 
octed4 


time ame Degree of trasar aild Go 
moderace (J 


Anestbeala given: genera] severe XXJ 


Date of surgery: 


Exclusion criteria for participation in the atudy 
Please check all itewa: 
__ Age below Jegal consent or ower 70 years. 
___ Confirmed preguancy or a practical possibility of preguancy 
Bypersc<nsitivity to salicylates or to the control medicarion 


__ Current treatecoc with: systemic corticosreroid or 
@nuticoagulants. 


__ derive peptic ulcer or g.f. hemorrhage. 


__ Significanc liver or kidney disease. 


__ Bemopolietic disorders. 


If pone of these conditions applies to the patient, he or she may enc 
the study aod receive teac wedicacfou + {nsrrucctions for use. 


» Gale Che Bekele 
BBG kk OB Ay 


Start of treatwent at onset of pain. DENTAL SURCEXY Fou C 


Diflcaisal wersus coocrol 


Dr.M.L. McCUE 


Investigator: 


Ware or initials: H H : Study ar:__ 2) 


PODICATION (please record cimes in 0-24 hours) 
Teast eedication: 


firwet dose was taken at 10018 Ghee en day of surgery 


1800 


eecond dose was taken alt eo+--bour on day of puree te? day after surgery {J 
third dose was taken at Fike r et zr ag 
fowxth dose was taken at) 3 .---. mah 0 ae qg 

« gO = go 


fifth dose was taken at SAS5e 


If moc all dosas were used, give reasco: omel jake Ae C ne 
medication 
: x 


Did pacfene take acy otber analgesic aince eurgery? Ho 3 Yes 


Dese: 


If yes, nemee of drug: 


Time firac dose was taken: 
Did pacienc take strong alcobolic beverages te Yes If yes, specify omber of glasses: 
Did patience ose drugs for ocher diseases % Yes If yes, specify: 


(peeme + dose) 
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DENTAL SURGERY FORM B 


Start of treatment at onset of pain. 


Diflunisal versus control 


Dr.M.L. MCCUE 


Name of investigator: 


Name or initials: H.H. Study nr: 81 


CONTROL VISIT Evaluation on of day after surgery date: oct, 6 hot PHO 


Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


At intake of first dose At Description of 
of test medication control visit! rating scales 
on opposite 


page. 


Parameters 


11. ADVERSE REACTIONS 


l=not serious Il=definitely nog (e.g. dose 
moderate {2=serious 2=probably not reduction or 
severe 3=possibly discontinu- 
4=probably ation of 
S=definitely test drug) 


Adverse reaction codes: 


at control visit, give outcome if known (mandatory 


If adverse reaction was still present 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator'’s overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. ‘ 


Adverse reactions 
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Start-of tCrestwent at onset of pain. DENTAL SURCTEY ror A 


Dilfunisel versus control 


To be completed on day of surgery 
e 
Beme or eile 


Procedures Reeoval of impacted tooch Ispected element: 7 8, PAS 38, 48. 


Additional surgery, if any: none 


Dace of surgery: oct.) time ails Degree of traueaz wild go 


moderate XY 


Anestbeaim given: general savere gO 


Execlesioa criteria for participation in the study 

Pleese check all items: 
__ Age below legal consent or ower 70 years. 
__ Confirmed pregnancy or a practical possibility of pregnancy 
__. Eypersezsitivity to salicylates or fo the control aedicarion 


Correct tresteene with: systemic corticosreroid or 
anticoagulants. 


Active pepcic ulcer or g.f. hemorrhage. 


__ Signiffcanc liver or kidney disease. 


cod o da ay 


__ Kemopofetic disorders. 


If wome of these conditions applies co the pacienr, he or she may enc 
the study aod recetve Cest medication + inscructions for use. 


pee) (a) a) a) te) ale 


Scart of tresteent at oneer of pain. OENTAL SURCEXY rout C 


hae tmree Milas uae 


Inweetigator: 


Ware or initiale: 


PXDICATION (please record times in 0-24 hours) 


Teat eedicacton: 


3200 


firec dowe was taken at eg--hour on day of surgery 
2030 


second dose was taken ato ....-bour on day of surgery He] */ day after surgery [J 


ghird dose was taken at es ° Bi is Oo 


fourth dose wam caken at AOC) a Oo a go 


a g o g 


Lifth dose was taken at sosn'e 


i no further medication required 


If wot all dosas were used, give reascu: 


Did patient take acy other analyesic since surgery? BS 


If yes, newe of drug: 


’ Time firac dose was taken: 


Did patient take strong alcoholic beverages x Tes If yes, specify amber of glasses: 


Did petienct ose drugs for other diseases és If yes, specify: 


(paeme + doce) 
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DENTAL SURGERY FORM B 


Start of treatment at onset of pain. ; : 
Diflunisal versus control Dre Mele MCCUE 


Name of investigator: 


Name or initials: Ser 


CONTROL VISIT Evaluation on of day after surgery date: oct.6 
Only to be filled in if patient took test medication. 


Study nr:_ 82 


hour: W230 


1. PATIENTS EVALUATION 


At intake of first dose At 
Parameters of test medication control visit 
(as Eee cane (enn Se (ee 
Fo eos ek nh one yg ee ees one: 


Maxinal Seer enaes Drug Action taken 
intensity relationship if any 


Description orf 

rating scales 

On Opposite 
page. 


- Patient's opinion 
lehe =estanlaia e { 


11. ADVERSE REACTIONS 


xx ; 
None, or specify below: 


Adverse reaction codes: 1 = mild l=not serious l=definitely noqy (e.g. dose 
2 = moderate {2=serious 2=probably not reduction or 
3 = severe 3=possibly discontinu-— 
4=probably ation of 


5=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


Investigator's overall evaluation taking into account expected spon 
of symptoms for individual patient. 


ike 


taneous course 


Adverse reactions Efficacy —> 


Acceptable adverse reactions 


Unacceptable adverse reactions 


patient was happy with the medication 


Comments, if any: 
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Statt-of Crestwent at onset of patn- DENTAL SURCTXY TORI a 


Dilfuniesal versua® costrol 


To be completed on day of surge 


or Vea 2 ax: | 
1 cae Pc Dac] ee 


Procedures Resowal of tmpacted tooth Lepacted element: 2. 9 9 of 
o © TU e 

Additiousl eurgery, if any: none 

Date of surgery: octed tine SMe Degrea of trama:r aild go 


eoderace Pte, 


Anestbesta givea: general saverea wi 


Exclus{ou criteria for participation in the atudy 
Plessa check all iteme: 
4ge below legal consent or cver 70 years. 


___ Confirmed pregnancy or a practical possibility of preguancy 


Bypersensitivity to salicylates or to the concrol medication 


Corrent treatwenc with: systen{e corticosceroid or 


amnticoagulants. 
___ active peptic ulcer or g.i1. hemorrhage. 
__ Significance liver or kidney disease. 


__. Hewopoletic disorders. 


If mone of these conditions applies co the patient, he or she way ent 
Ehe study aod receive Cesc spedication + instructions for use. 


{alseele OOa¢g 
oo G Baits 


Scart of treatrent at onsec of pain. DENTAL SURCEXY ; FUEM C 


Diflunisal versus coorcrsal 


SE mR 9d gi (CC) cue een enemas vote gyre art eck 


Neree or iniriele: View Study or: @ 


MEDICATION (please record times in 0-24 hours) 
Test wedication: 


firee dose wan taken at 130 ote en day of surgery 


1930 


eecoed dose wae taken at 0750 on day of surgery of} */ day after surgery {J 


third dose was taken af encase iat = e-) 


fowrth dose was caken at .-2-e =i O ‘ee ee he) 
o gq = g 


Yifth dosa was taken aC seose 


If moc all dosas were used, give reasou: 


Did patfent take avy ocher analgesic since surgery? 


If yes, aewe of drog: 


’ Time firec dose was taker: 


Did patient take scrocg alcobolic beverages Yes If yes, specify omber of glasses: 


Did petiene ose drugs for other diacases Xo Yes If yes, specify: 


(name + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. ; 


Diflunisal versus control 


Name of investigator: Dr. M.T.. MCCUR 
83 


Study nr: 


Vicar 
Name or initials: 


CONTROL VISIT Evaluation on of day after surgery date: oct.6 hour: 1800 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


Description of 
rating scales 
On opposite 


At intake of first dose At 
Parameters of test medication Control Visite 


Jl, aPatienar"Stopinion ©» I--ces e 


Q =as en e 


11. ADVERSE REACTIONS 


Drug Action taken 
relationship if any 


1=not serious I=definitely noq (e.g. dose 
2=probably not reduction or 
3=possibly discontinu— 


4=probably ation of 
5=definitely test drug) 


mild 
= moderate {2=serious 
severe 


Adverse reaction codes: 


If adverse reaction was still present at control visit, give outcome {f known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


2b ke 


Investigator’s overall evaluation taking into account expected spontaneous course 


of symptoms for individual patient. 
Unacceptable adverse reactions a ae ae 


symptoms possibly due to general anesthesia 


Adverse reactions Efficacy —> 


No adverse reactions 


Acceptable adverse reactions 


Comments, if any: 
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Start-of trestwent at ooect of pein. DENTAL SURCZET FORM & 


Dilfusisal versuve covtrol 


To be completed on Gsy of surge 


Procedures Reeoval of impacted tooth Impacted eleecent: 


Additional surgery, if any: ro, 28. 
OC Us 9) 


time ame Degree of trama: aild Go 
moderate | 


Anestbesia given: genera] severe gO 


Date of surgery: 


Exclusion criteria for participation in the study 
Plesse check all itema: 
__ Age below legal consent or over 70 years. 
__ Confirmed pregoancy or @ practical possibility of pregnancy 
Bypereensitivity to salicylates or to the control medicacion 


Correct treatecnt with: systeaic corticosteroid or 


wericoegulants. 


Active peptic ulcer or g.f1. beworrhage. 


_ Significance liver or kidney disease. 


__ Hewopofetic disorders. 


If pone of these conditions applies to the patient, he or she may ent 
the study aod receive test wedication + instructions for use. 


é tahtae| ta} Sat fal ak: 


Scart of treateent at onset of pain. DENTAL SURCEXY Form C 


Diflunieal wersus coocrol 


Dre MeL. McCU 


Investigator: 


Were or initiale: Pey - Study uore:¢ 


PEDICATION (please record Cises in 0-24 hours) 


Test medication: 


firec dose was taken at 2100 our on day of surgery 


0409. | 
second dose vas taken at eocee von day of aurgery [)*/ day after surgery 


third dose was take at eocce . Oo a oO 


foerth dose was raken at Sedcs i oO = 5 QO 
- QO ~ oO 


Fifch dose was taken at cocce 


If moc all dosas were used, giva ressou: QO adose 


relieve pain 


Did patient take acy other analyesic aince surgery? 8 


If yes, neee of drog: 


‘ Time fixer dose was taken: 


Did patiect take strong alcobolic beverages Ke Yes If yes, specify ormber of glasses: 


Did petient ose drugs for other diseases .¢ Yes If yes, specify: 


(weme + doce) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. : 


Diflunisal versus control 


Name of investigator: Dr, M, J McCUE 


Name or initials: PY Study nr: 2 


CONTROL VISIT Evaluation on of day after surgery date: oct. 6 hour: 1900 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


Description of 
rating scales 
On Opposite 


page. 


At intake of first dose At 
Parameters of test medication control visit 


11. ADVERSE REACTIONS 


None, or specify below: 


Maximal Sariae Drug Action taken 
intensity . pili relationship if any 
__diarrhoes ,stight as eae ee 


Adverse reaction codes: 1 = mild l=not serious l*definitely noq (e.g. dose 
2 = moderate {2=serious 2=probably not reduction or 
3 = severe 3=possibly discontinu- 
4=probably ation of 


5=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


ll. Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. j 


Adverse reactions Efficacy —> 


No adverse reactions 
5 


Acceptable adverse reactions 


Unacceptable adverse reactions 
adverse symptoms may 


be due to genera] 


Comments, if any: 


anesthesia 
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Sratt-of treateent at onset of pain. DOVTAL SURCZEY FORM & 


Dilfunotsal versus costrol 


To be completed on dsy of surge 


Beme of 
Initials: 


Precedore: Bemcval of impacted tooth Lepected element: l g Qk 
Additional surgery, 1f any picoectomy a | pone 


octe 2) tine ame Degree of tramaz aild oO 
moderate ® 


Aves(beaia given: general eavare O 


Date of surgery: 


Exclusion criteria for participation in the atudy 
Flesse check all iteme: 
4ge below legal consent or ower 70 years. 
__ Confirmed preguency or a practical possibility of preguancy 
__ Bypersexsitivity to salicylates or to the control] medication 


__ Gerrent Ereateenr with: systemic corticosreroid or 
amnlLicoagulants. 


__ active pepric ulcer or g-f- hesorrhage. 
__ Significance liver or kidney disease. 


__. Remopoteric disorders. 


If mone of these conditions applies ro the patient, be or she may ent 
the study and receive text medication + {nstructions for use. 


WalteHa (ole ia) eh (ek, 
CGO Hody 


Scart of creatment at onser of pain. DENTAL SURCEKY ; Fors C 


D fleatsah sus coorrol 
Drs Moe 4 UE 
Investigator: 
Waeee or f{nitfale: We H e Scudy sr: 


PEDICATION (please record times in 0-24 hours) 
Teat medication: 


2000 


farse dose was taken at eeesebour on day of surgery 


0800 


second dose was taken at e--e-bour on day of aurgery [)*/ day after eet 


ehird dose was taken at eerie = CT bs Oo 


foerth dose was raken at 


fifth dose was taken at 


If wot all doses were used, give 


forse 


Did patient take acy ocher analresic aince surgery?X 


If yes, neme- of drog: 


- Time fireac dose was taken: 


Did patient take strong alcobolic beverages PS Yes If yea, specify octer of glasses: 


Did patient ose drugs for other diseases %o Tes If yes, specify: 


(pore + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 
Name of investigator: DXe is eMC GUE 


Name or initials: WH Study nr: 85 


CONTROL VISIT Evaluation on of day after surgery date: Oct 6 hour: ] 300 


Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 
{| At intake of first dose At Description of 

Parameters of test medication control visit] rating scales 
on opposite 
- ; 2 | ‘ es ee 


Maximal CEeie denne. Drug Action taken 
intensity . relationship if any 


11. ADVERSE REACTIONS 


Adverse reaction codes: l=not serious I=definitely noq (e.g. dose 
moderate {2=serious 2=probably not reduction or 
severe 3=possibly discontinu- 


4=probably ation of 
5=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


11. Investigator's overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. 


Adverse reactions Efficacy —> 


Unacceptable adverse reactions 


patient was happy with the medication 


Comments, if any: 
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Start-of treeteent st cosrt of pein. DDWAL SURCEET FORM a 


Dilfuaisal versus cootrol 


To be completed on dsy of surge 


Procedures Removal of impacted tooth 
A4dittooal surgery, if any: none 


a 
Dete of surgery: oct.) time as Degree of tramaz aild oO 


moderate Og 


Anesthesia given: general Very eavere ral 


Exclasion criteria for participation in the atudy 

Plesse check all itema: 
__ Age below legal consent or over 70 years. 
__. Confireed preguancy or @ practical possibility of preguancy 
__ Bypereenaitivity to salicylates or to the control sedicarion 


__ Corment treateent with: systenic corticosteroid or 
enticoagulants. 


___ active peptic ulcer or g.{. hemorrhage. 
__ Significanct liver or kidney disease. 


___ Hemopofetic disorders. 


If powe of these conditions applies to the patient, he or she e2zy ent 
the study aod receive test wpedication + {instructions for use. 


EG Ge Gee aha of 
OS Bi O68 Oy 


Scart of creacment at onset of pain. DENTAL SURCEKY For™M C 


Dr “| pa Gob soleus coorrol 


Inveetigator: 


Were or fnitiz2le: 


PODICATIOM (please record times in 024 hours) 


Test wedicecion: 


1800 


farst dose was taken at eeee-bour on day of surgery 


eecond dose was taken at 0800. eon day of surgery []*/ day after surgery 5S) 
whird dose was taken at ence > ag = o 
fourth doce was taken at ----- ra 0 ee . el 


a iB - O 


Pifth dose was taken “at cocce 


If wot all doses were csed, give reason: MNO further dose required but 
patient took a 292 24 hrs. after surgery 


Did patient take avy other analgesic since surgery? Bo : Ks 


If yes, neme of drug: 292 Dose: Dmg bs 


‘Time firac doce wae taken: 1500 hrs. oct 6 


Did patient take strong alcobolic eversy ens Tee If yes, specify omber of glasses: 


Did patient ose drugs for other disesses Xn Yes If yes, specify: 


(mose + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Dre M.-L. MCCUE 


Name of investigator: 


Study nr: 


Name or initials: 


oct an0 
CONTROL VISIT Evaluation on of day after surgery date: 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


At 
CONntEroOM Visit 


Description of 
rating scales 
On opposite 


At intake of first dose 
of test medication 


Parameters 


11. ADVERSE REACTIONS 


Maximal Drug Action taken 
Seriousness “ 
paca Le b& aar-beb ig 


(e.g. dose 
reduction or 
discontinu— 
ation of 
test drug) 


Adverse reaction codes: 


| 2=probably not 
3=possibly 
4=probably 
5=definitely 


moderate {2=serious 
severe 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present 4f yes, specify: 


died 


ll. Investigator’s overall evaluation taking into account expected Sucptaneess course 
of symptoms for individual patient. 


Adverse reactions Efficacy —> Fair Good 


No adverse reactions ea 
O 
(eerie tine eataases: acer: a ea id 


Unacceptable adverse reactions 


Comments, if any: he mediceg on took a ne time to a 
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Btart-of Creatwent st coset of pein. DENTAL SUECTXY 


Dilfuntsal veraue control 


To be completed on day of surge 


Bame oF 
Toaitflale: 


Procedure: Reecval of impscted tooth Impacted elewent: SUDCTNUMMATY 


Additional wurgery, if any: 2& aL)e\ mandib] 8 


tre ame 
Date of surgery: oc oe time Degree of trama: nild oO 
woderate 


Avestbeala given: general pavere BI 


Yucles{on criteria for participation in the atudy 
Flesee check all itema: 

_ Ase below legal consent or over 70 years. 

___ Confireed pregnancy or a practical possibility of pregnancy 
Bypersecaitivity to salicylates or to the control] aedication 


Correct treateent with: systenic corticosteroid or 


anlLicoagulants. 
___ actiwe peptic ulcer or g.i. bewsorrhage. 
__.. Significant liver or kidney disease. 


__ Hemopofetic disorders. 


If mone of these conditious applies to the patient, be or she way ent 
the study aod receive teat wedication + instructioos for use. 


‘OOo o Deo: 
Coo oD OO 


Start of treateent at onact of pain, OFNTAL SURCERY j Fors Cc 


Diflunisel versus coocrol 


Dr M.L. MCCUE 


Inweatigator: 


Study nr: 87 


Were or inicfale: 


PEDICATION (please record times in 06-24 hours) 


Teast medication: 


firec dose was taken at eeee-bour on day of surgery 


second dose was taken at eeee-bour on day of surgery [)*/ day after surgery [J 


third dose was taken at So065 Is 1 ra o 


fearth dose wan raken at eseiss me Oo eo oO 


Oo 


Lifth dose was taken at 


no medication required 


If moc all doses were used, give reasco: 


for pein 


Did patient take acy ocber analgesic aince surgery? Bo 


If yes, seme of drog: 


Iieme firac dose was taken: 


Did pertient take strong alcobolic beverages Ko Yes If yes, specify omber of glasses: 


Did pstient ose driges for other diseases Ho Yes If yes, specify: 


(pane + dose) 
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DENTAL SURGERY FORM B 


Start of treatment at onset of. pain. d 
Diflunisal versus control 
Drs Mele MCCUE 
Name of investigator: 
87 


Study nr: 


Boks 
Name or initials: 


CONTROL VISIT Evaluation on of day after surgery date: oct 6 hour :_} 300 


Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 
At intake of first dose At Description of 
Parameters of test medication control visit| rating scales 
On opposite 
cage: 


anne soe eee 
See PCOS ACN ee mr 
oats, Sos ag 2 oes shears 
eS No i PSNI nO Sane 
= rire : 


11. Patient's opinion 
on eatmen ef 


11. ADVERSE REACTIONS 


Maximal Seri Drug Action taken 
None, or specify below: intensity Sree gt relationship otaniy, 


mild l=not serious l=definitely noq (e.g. dose 

moderate {2=serious | 2=<probably not reduction or 

severe 3=possibly discontinu—- 
4=probably ation of 
S=definitely test drug) 


Adverse reaction codes: 


at control visit, give outcome if known (mandatory 


If adverse reaction was still present 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present 1f yes, specify: 

died 


ll. Investigator’s overall evaluation taking into account expected spontaneous course 


of symptoms for individual patient. 


Adverse reactions Efficacy —> 


No adverse reactions 


Acceptable adverse reactions 
Unacceptable adverse reactions 


Comments, if any: patient required no medication 
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Btart-of Creetwent at oneet of pain. DENTAL SURCEKT roRM & 


Dilfunisal wereus control 


To be completed oo day of surze 


Proceduret Removal of impacted tooth 
28. 


Additiooal surgery, if any: 


Detes of surgery: oct. th time ane Degree of traumas: nild o 
moderate (J 


Anesthesia given: general eevere XY 


Exclusion criteria for participation in the atudy 
Ylesse check all itema: 

__ 4se below legal cousent or over 70 years. 

__ Confireed pregnancy or a practical possibility of preguency 
Bypersenasitivity to salicylates or to the control medication 


Correct treatwent with: systemic corticosreroid or 
e#nlicoagulants. 


__ Active peptic ulcer or g-i. hemorrhage. 


__ Significance liver or kidney disease. 


__ Eewopoletic disorders. 


joe hal ae} taper 
ACR GRA, 


If pone of these conditions applies to the pacienc, he or she eazy ext 
the study aod receive teat medication + icstructions for use. 


Erart of treateenct at onset of pain. DENTAL SURCEXY c 


Diflunf sel wersus coocrol 


Se ee CN ree 


Merwe or initials: i O Study nor: 


PODICATION (please record Cimes in 0-24 hours) 


Test medication: 

first dose was taken at 4 200 rods on day of surgery 

eecoed dose was taben Pe Lee Ne on day of surgery $¥*/ day after surgery [J 
ehirdvanteees caken ac Oe ¥ : ) Bi = xPy 


foerth dose waa raken at ABCD - oO ey eo 


Lifch dose was taken st weieae QO hes O 


If woc all doses were used, give reascu: 


Did patient take avy orber analgesic since surgery? ed 3 Yes 


If yes, neee of drug: Dose: 


Time firac dose was taken: 
Did patient take strong alcobclic beverages BS Yes lf yes, specify umber of glasses: 
Did patient one droge for other diseases xs Yes If yes, specify: 


(pame + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Dre MeL. MCCUE 


Name of investigator: 


Study nr: 88 


Name or initials: 


CONTROL VISIT Evaluation on of day after surgery date: sept, 23 hour: 13700 


Only to be filled in if patient took test medication. 


- PATIENTS EVALUATION 


At intake of Tae dose 
Parameters of test medication panes visit 
a 
pee kattentus eee oe =e ae ea 


Description of 

rating scales 

on opposite 
page. 


11. ADVERSE REACTIONS 


Action taken 


Adverse reaction codes: 


reduction or 
discontinu- 
ation of 
test drug) 


|2=probably not 
3=possibly 
4=probably 
5=definitely 


moderate {2=serious 
severe 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


ll. Investigator’s overall evaluation taking into account expected Sencar ous course 


of symptoms for individual patient. 


Adverse reactions Efficacy —> 


No adverse reactions 


Acceptable adverse reactions 


Unacceptable adverse reactions 


Comments, if any: 
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Srart-of treetweent at ovect of pain. DONTAL SURCZET 


Dilfunoisal versus control 


To be completed on day of surge 


Procedores Reecval of fspacted tooth 


Additiocal surgery, if any: none 


Date of muirgery: octe/ time aMe Degree of tramaz wild oO 
meterata sel 


Anesthesia given: genera] severe fel 


Exclesion crirerfa for participation in the study 
Fiesase check all itema: 

__ Ase below legal consent or over 70 years. 

___ Confirmed pregnancy or a practical possibility of pregnancy 
Bypereensitivity to salicylates or to the control] medication 


— Cerrect Ereateenc with: systen{c corticosreroid or 
anticoagulants. 


_ Active peptic alcer or g.i1- bemorrhage- 
__ Significance liver or kidney disease. 


__. Bemopotetic disorders. 


If sone of these conditions applies to che patient, he or she way enc 
the stody aod receive text medication + {ustructioas for use. 


ie) oleic Sa) etal foe 


Scart of treateent at onset of pain. PFNTAL SURCEXY Form C 


Difjuni 1 
Dre MeLe MCCUE 
Inweetigator: 
Meme or initiale: B “ 2 Study nr: 


PODICATION (please record Cises in 0-24 hours) 


Tea2zt medicarion: 


fairer dose was taken at rE Ce hee: on day of surgery 


2330 


second dose was taken af .«.--- bour on day of surgery (49 */ day after surgery [J 


@7CO0 - 5 g = 4 


third dose was taken at coccle 


foarth dose was taken at SOGBS 3 O aaa: oO 


q go = oO 


Tifth dose was taken at oboe 


If moc all dosas were ueecd, give 


Did pacfent take acy orber analgesic since surgery? > 


If yea, neme of drug: 


- Time firat doce was taken: 


Did parient take strong alcobolic beverages % Tes Lf yes, specify ocber of glasses: 


Did peatienr cose droge for ocher disezses Ko Yes If yea, specify: 


(poee + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Name of investigator:pr. MT MCCUE 


CONTROL VISIT Evaluation on of day after surgery date: oct..3 hour: 1100 


Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


At intake of first dose At Description orf 
Parameters of test medication control visit] rating scales 
on opposite 
2 page. 
eee | 


11. ADVERSE REACTIONS 


Drug Action takex 
relationship if any 


Adverse reaction codes: l=not serious l=definitely nog (e.g. cose 
2 = moderate {2=serious 2=probably not reduction or 
3 = severe 3=possibly discontinu- 


4=probably ation of 
S=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (mandatory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 

died 


ll. Investigator'’s overall evaluation taking into account expected spontaneous course 
of symptoms for individual patient. : 


He eis te 


Acceptable adverse reactions 


the first dose was slow in acting but the 


Comments, if any: 


following doses relieved the pain satisfactorily 
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Bcart-of Crestwent at overt of pain. DENTAL SURCTAY FORM a 


Dilfuateaal weraue cootrol 


To be completed on day of surge 


Beme or 
Initiale: or aD UES py es Pa eg vrs. yrs. Study er: OO 


Procedsre: Becoval of ispacted tooth Ispected element: Leo 2 38. 
155 28. 


Additional eurgery, if any: 


Data of surgery: sept <7 time am Degree of traumaz wild joc 


moderate (gy 
genera] i 


Anestbesia given: ecvere fi 


Exclusioa criteria for participation in the atudy 
Flesse check all itewa: 


Age below legal coosent or over 70 years. 


__ Confireed pregnancy or a practical possibility of preguancy 


Byperseozitivity to salicylates or to the contro] aedication 


— Cermest treateent with: systentec corticosreroid or 
anticoagulants. 


__ Aetive peptic alcer or g.1. hemorrhage. 


_ Significance liver or kidney disease. 


BOM BOB, 


__ Bemopotetic disorders. 


sea OMe) eb elaahe 6 


If mone of these conditions applies to the patient, he or she may ect 
the study acd receive text wedication + {nstructions for use. 


Scart of treatrent at onset of pain. DENTAL SURCERY Fors C 


Dee 2 Dgflynt ead, pas ore coorrol 


Imveetigator: 


Weare or initiale: 


PODICATION (please record Cimes in 0-24 bourse) 
Teat eedicacion: 
ficwet dose wae taken at ecee-bour on day of curgery 
second dose was taken at .....-bour on day of surgery []*/ day after surgery [J 
third dose was taken at Py 
fourth dose wag taken at 


Lifth dose wae taken at 


If moc all doses were used, give 


Did patient take acy otber analgesic aince surgery? Ko 
If yes, name of drug: 
- Time fireact dose was taker: 


Did pearient take strong alcobolic beverages Ko Tes If yes, specify omber of glasses: 


Did pstient ose drugs for other diseases Ho Yee If yes, specify: 


(mame + dose) 
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DENTAL SURGERY FORM B 
Start of treatment at onset of pain. 


Diflunisal versus control 


Dre M.-L. MCCUE 
Name of investigator: 
90 


1B oh 
Name or initials: 


Study nr: 


CONTROL VISIT Evaluation on of day after surgery date: hour: 
Only to be filled in if patient took test medication. 


1. PATIENTS EVALUATION 


At 
control visit 


Description of 
Tating scales 
On opposite 


At intake of first dose 
Parameters of test medication 


ll. Patient's opinion 
on eatmen 


11. ADVERSE REACTIONS 


Maximal 
Seriousness 
intensity 


Adverse reaction codes: 1 = nild l=not serious l=definitely not (e.g. cose 
2 = moderate j2=serious |2=probably not reduction or 
3 severe 3=possibly discontinu- 
4=probably ation of 


5=definitely test drug) 


If adverse reaction was still present at control visit, give outcome if known (nandarory 
for serious reactions): 


completely recovered patient receives treatment 
residual effects for reaction: yes; no 
reaction still present if yes, specify: 


died 


ike 


Investigator's overall evaluation taking into account expected spontaneous course 
Adverse reactions Efficacy —> 


of symptoms for individual patient. j 
[weber | | | 
Acceptable adverse reactions Peaed Cee Pea 
Unacceptable adverse reactions ered (ee ers 


Comments, if any: 
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